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FDA FOREIGN DRUG INSPECTION PROGRAM: 
A SYSTEM AT RISK 


THURSDAY, NOVEMBER 1, 2007 

House of Representatives, 

Subcommittee on Oversight and Investigations, 

Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to call, at 10:00 a.m., in room 
2123 of the Rayburn House Office Building, Hon. Bart Stupak 
[chairman of the subcommittee] presiding. 

Members present: Representatives DeGette, Inslee, Dingell, 
Whitfield, Walden, Ferguson, Murphy, Burgess, and Blackburn. 

Staff present: John Sopko, Chris Knauer, Scott Schloegel, Paul 
Jung, Joanne Royce, Kyle Chapman, Peter Spencer, and Alan 
Slobodin. 

OPENING STATEMENT OF HON. BART STUPAK, A REPRESENT- 
ATIVE IN CONGRESS FROM THE STATE OF MICHIGAN 

Mr. Stupak. This meeting will come to order. Today we have a 
hearing on the “FDA Food and Drug Inspection Program, a System 
at Risk.” Each member will be recognized for 5 minutes for an 
opening statement. I will begin. 

This hearing is a continuation of this subcommittee’s investiga- 
tions into the safety of imported products. Today we explore the 
question of whether the FDA is adequately regulating the manufac- 
turing of pharmaceutical products and active pharmaceutical ingre- 
dients, or APIs, as they are called, for export into the United 
States. Most Americans do not realize that many of the drug prod- 
ucts in their medicine cabinets come from overseas. In fact, more 
than 80 percent of the active pharmaceutical ingredients that go 
into drugs come from abroad. India and China account for almost 
half of these imports. India’s pharmaceutical imports into this 
country have increased 2,400 percent from 1996 to 2006, making 
it the fastest-growing drug importer, and China has doubled its 
pharmaceutical imports to the United States over the last 5 years. 

The Food and Drug Administration is responsible for regulating 
foreign-made medicines and ensuring the American public is sup- 
plied with safe medications. Despite a 2000 oversight hearing and 
a critical GAO audit in 1998, which pointed out many of the FDA’s 
weaknesses regarding importation of drugs, the FDA continues to 
use 20th-century tools and resources to address 21st-century regu- 
latory challenges. 

Today’s hearing is intended to determine the effectiveness of 
FDA in overseeing foreign drug production and explore what re- 
el) 
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sources the agency realistically needs to do the job. Unlike food 
products, FDA cannot rely on any testing to determine if the drug 
products are safe. Instead, FDA’s main tool for ensuring that a 
drug is manufactured safely is to conduct actual onsite inspections 
of drug-making facilities. The FDA is required to conduct a formal, 
pre-approval inspection before a form, domestic or foreign, can 
begin producing drugs for the U.S. market. After a pre-approval in- 
spection, the agency is required to conduct follow-up surveillance 
inspections of domestic facilities to ensure they are continuing to 
meet U.S. manufacturing regulations. For U.S. drug manufactur- 
ers, Federal Law requires that follow-up inspections be done every 
2 years. Remarkably, there is no Law dictating how often the FDA 
must inspect foreign drug manufacturers, even though foreign 
firms pose just as great, if not greater, risk to the public health 
than domestic firms. 

In a petition to the FDA, the Synthetic Organic Chemical Manu- 
facturers Association, who will testify today, noted, “Foreign facili- 
ties in general pose a greater risk to public safety because when 
a facility is inspected infrequently, as is the case for foreign manu- 
facturers, there is a natural tendency for management to become 
complacent that what was adequate at the last inspection is still 
adequate. Maintaining regulatory compliance requires constant ef- 
fort and vigilance. Minor deviations may not cause any apparent 
lack of quality, but it is well-paved road from one minor deviation 
to serious quality failures.” 

Twenty years ago, the drugs Americans consumed were made in 
the United States. Because few firms were overseas, the FDA was 
reasonably positioned to closely monitor drug production facilities. 
However, as more foreign drug producers entered the U.S. market, 
FDA’s ability to keep pace with inspections and monitoring has be- 
come severely limited. This was particularly true when the com- 
mittee last examined this matter in 2000. Through the course of 
that investigation, the committee found significant shortcomings in 
the FDA’s ability to conduct foreign inspections. Back then, FDA 
was under-funded, over-stretched, and poorly coordinated. Among 
the committee’s principal findings at our 2000 hearing were, FDA 
officials could not determine how often foreign manufacturers were 
being inspected. Drug makers in India and in China were inspected 
on an average about every 4 to 5 years, which was more than twice 
FDA’s 2-year inspection requirement for domestic pharmaceutical 
manufacturers. FDA had only enough resources to inspect foreign 
pharmaceutical manufacturers on an average of once every 11 
years. Finally, the agency’s IT systems were in disarray, relying on 
separate 15 data systems to identify foreign pharmaceutical manu- 
facturers, plan foreign inspection travel, track inspection results, 
and monitor enforcement actions. 

Nearly 8 years have passed since our last hearing, and surpris- 
ingly most of the same problems plague the FDA today. For exam- 
ple, resources dedicated to foreign inspection have actually declined 
since the GAO report of 1998, while the number of foreign drug 
manufacturers and imports have dramatically increased. Despite 
more than a decade of warnings from FDA’s own internal reviews, 
the Congress, and Government Accountability Office, FDA’s IT sys- 
tem is still based on multiple databases which lack integration and 
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contain unreliable information. Due to its poor IT systems, the 
FDA cannot obtain reliable data to run their risk models so they 
can effectively allocate what limited resources it does have for in- 
spections. FDA’s IT system has made it nearly impossible to pro- 
vide the GAO, this committee, or even its own FDA managers, with 
key data to measure ongoing resource needs. 

Let me give you one example. For almost 3 months, our com- 
mittee and GAO have repeatedly asked the FDA for the number of 
foreign firms the agency is supposed to be inspecting overseas and 
where they are located. For 3 months the FDA has, on 10 different 
occasions, provided numbers ranging from 2,100 foreign firms to 
13,800 foreign firms. The database that we believe is probably the 
most accurate shows that about 3,000 firms are registered to ship 
drug products to the United States, yet the FDA’s own foreign in- 
spection risk model uses data from about 3,300 foreign firms. An- 
other FDA database, called OASIS, which captures actual drug 
shipments to the U.S., now shows an even higher figure of 6,800 
foreign firms. That number was revised down from 13,800 firms 
just last week. 

Frankly, it has been nearly impossible for the committee staff to 
calculate what resources FDA needs, because its internal data is 
simply in shambles. FDA may testify today that they know with 
some certainty the approximate number and location of every firm 
that is importing drug product in the United States, but I am not 
convinced the FDA can accurately calculate the number of foreign 
firms they should be inspecting. How can we have any confidence 
if the FDA is truly managing the risk that may come from foreign- 
made drug products if the FDA does not know the exact number 
or location of foreign drug manufacturers? This most basic informa- 
tion should be available within an hour, not 3 months. I don’t be- 
lieve an auto dealership could survive if it was run on the IT sys- 
tem that said there is between 2,000 and 13,000 cars on its lot. But 
apparently this passes muster at the FDA, even though it involves 
safeguarding the U.S. drug supply. 

From the limited data we have gleaned from the agency, FDA’s 
foreign drug inspection program has serious shortcomings. For ex- 
ample, FDA is capable of conducting only 200 to 300 foreign follow- 
up inspections each year. These are inspections that, by Law, FDA 
attempts to do every 2 years for foreign firms. But if one assumes 
that at the rough estimate of 400 firms is likely around 3,000, a 
simple mathematic calculation would suggest the FDA can only in- 
spect each foreign drug firm about every 13 years. One must also 
question whether FDA’s limited resources are being properly tar- 
geted. For example, we know that China now represents the larg- 
est source of production facilities, now shipping product to the 
United States with more than 700 drug firms. Yet China rep- 
resents a mere four percent of where FDA is spending its foreign 
inspection resources. 

The administration believes one of the best ways to solve the 
FDA’s lack of inspection resources is to negotiate memorandums of 
agreement with foreign governments, but such efforts will not over- 
come the lack of FI)A funding for on-the-ground foreign inspec- 
tions. Mutual recognition agreements of each other’s inspection re- 
ports would save consideraWe money, but neither China nor India, 
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two very large producers of pharmaceutical goods, are anywhere 
near being ready for such agreements. Perhaps the FDA should 
open offices in these parts of the world, such as India and China, 
where many pharmaceutical firms are now located or moving their 
manufacturing. Astra Zeneca, to use just one example, is one of the 
world’s largest pharmaceutical companies, and it plans on obtain- 
ing 90 percent of its pharmaceutical ingredients from China in the 
very near future. 

The FDA does spend considerable resources in India, about 22 
percent, which is a good thing. Yet it begs the question of why the 
administration has not engaged in open discussions with that coun- 
try, as they have been attempting to do with China. This is par- 
ticularly strange given that the committee staff recently visited 
India and met with senior officials and industry officials, who 
strongly encouraged the FDA to open a permanent office in India, 
to reduce the backlog of needed inspections. 

Every year, consumers see more and more counterfeits and poor- 
ly-made drugs floating around the world. We dodged the bullet this 
year on tainted toothpaste, which could have made many people 
sick. But dozens of Panamanians weren’t so lucky last year when 
they died from taking poisoned medicine that purportedly came 
from China. That can happen here, and it surely will, if we do not 
get a better handle on ensuring that foreign-made drugs are safe, 
and their plants are inspected regularly. This will require resources 
and significant restructuring of the program. 

Chairman Dingell and I have already had legislation designed to 
give the FDA more resources to do its job. Moreover, we have al- 
ready sent you, members, bipartisan correspondence delineating 
certain changes to the program that could be enacted almost imme- 
diately. We truly hope it will be sufficient to address what are truly 
the root causes plaguing the FDA’s foreign drug inspection program 
and not mere window dressing. We have been here before, in 1998, 
and we were told by the FDA that these problems would be fixed. 
Unfortunately, the problems were not fixed, and we are here again. 
To that end, I believe we have an opportunity to fix FDA’s foreign 
drug program before Americans are sickened or killed by contami- 
nated imported drugs. 

That concludes my opening statement, and now I would like to 
turn to ranking member of the committee, Mr. Whitfield, for his 
opening statement. 

OPENING STATEMENT OF HON. ED WHITFIELD, A REPRESENT- 
ATIVE IN CONGRESS FROM THE COMMONWEALTH OF KEN- 
TUCKY 

Mr. Whitfield. Chairman Stupak, thank you very much. As we 
all know, this subcommittee and the Energy and Commerce Com- 
mittee as a whole has had many hearings on this important issue, 
and today we will examine the agency’s oversight of drugs and bulk 
drug ingredients imported into the United States. 

It is quite obvious that FDA falls short in ensuring that foreign 
firms exporting to the U.S. market meet good manufacturing prac- 
tices. In fact, the agency devotes less than one quarter of its inspec- 
tion resources and one tenth of actual inspections to these foreign 
operations. When you consider that 80 percent of active pharma- 
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ceutical ingredients originate from abroad, and the volume of drug 
imports is expected only to grow, this is especially the case with 
countries such as China and India. According to reported esti- 
mates, as much as 20 percent of the finished generic and over-the- 
counter drugs and more than 40 percent of bulk drugs come from 
China and India. Some predict these two countries will double their 
share of U.S.-imported drug supply within 15 years. And just con- 
sider that last year, among the 714 firms in China and 410 firms 
in India registered with the FDA, the agency conducted only 13 
and 65 inspections respectively. 

As we noted with food imports, FDA remains mired in an era 
when most drugs were synthesized and produced in the United 
States, and that is simply not the case today. Lack of good quality 
manufacturing is a recipe for harm. A bulk drug ingredient ship- 
ment of just 50 kilograms can result in millions of tablets or cap- 
sules produced for consumption. A bulk product that contains an 
impurity or was synthesized improperly, something spot testing 
may not detect, can cause injury or death to numerous people. And 
I might say that, while we have concern about the manufacturing 
process and the active pharmaceutical ingredients coming into the 
country, we certainly be concerned, and should continue to be con- 
cerned, greatly so, about drug re-importation issues as well. 

We have learned on this subcommittee at past hearings that 
FDA linked and unapproved and impure drug ingredients imported 
from one Chinese firm to toxic reactions that occurred in over 150 
patients across America in 1998 and 1999. One must wonder how 
often poorly made or intentional adulterated product causes harm, 
but it is undetected. Past criminal investigations have identified 
many bad actors, such as agents for foreign firms working to bring 
in cut-rate drug products, and we know without adequate over- 
sight, people and firms can take shortcuts to save money without 
concern of harm to others. 

It is striking that FDA has made little progress in this area to 
reform its system, despite repeated findings by the committee and 
others over the years. Even when thoughtful and comprehensive 
plans for reform have been developed internally at FDA, somehow 
it does not seem to be implemented. 

Mr. Chairman, there are many issues to explore this morning. 
We all want to know how FDA can work to build the capacity for 
quality in countries and firms overseas so that we can be more con- 
fident in the manufacture of foreign drugs. We all want to know 
what improvements are needed for FDA’s information collection 
and risk assessment systems so that public health is protected ef- 
fectively. And most importantly I know that we all want to work 
with Dr. von Eschenbach to make overhauling EDA’s foreign in- 
spection program and FDA’s import operations a top priority. We 
want to provide the money, if that is what we need. If we need leg- 
islation, we want to do that. If we can help in regulations, we want 
to do that. And so we would just say to him, I know he is going 
to be testifying later, that we want to support, we want to rally be- 
hind him and his leadership to fix this problem. 

Thank you, Mr. Chairman. 

Mr. Stupak. Mr. Burgess, for opening statement, please. 
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OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Burgess. Thank you, Mr. Chairman. I appreciate you hold- 
ing this series of hearings because we are finding ourselves yet on 
the brink of one more problem, dealing with imports to our coun- 
try. This time, the focus is a little bit different, but the story line 
is exactly the same as it has been over and over again all summer. 
This committee has spent a great deal of time over the past months 
discussing the safety and security of imported products, and we 
have learned our Federal agencies that are tasked with keeping 
America safe from harmful food or products are often using 20th- 
century tools or possibly even 19th-century tools when dealing with 
a 21st-century problem. The Food and Drug Administration does 
not shoulder all of the blame in this situation. As I continue to 
study the problem, as the committee continues to study the prob- 
lem, it becomes more and more convincing that a lot of people, in- 
cluding people in the United States Congress, actually could not 
have anticipated the exploding number of imports that we have 
seen over the past 10 years. 

Quite frankly, our Laws and regulations were never meant to 
handle the ever increasing number of foreign products entering 
into our ports. This doesn’t absolve us from guilt. It just means 
that, as the former Speaker of the House, Mr. Newt Gingrich, so 
often says, real change requires real change. Now, as a doctor, I 
think it is important that we spend some time today discussing 
medicine and medicines. Medicine is supposed to heal patients, not 
harm them. Before I took the oath of office to become a member 
of the United States Congress, I first swore an oath to my profes- 
sion to first do no harm. Yet how can we do no harm if we don’t 
know what is in the medicines that are coming from what is sup- 
posedly a safe and regulated country? 

It has been estimated that more than 80 percent of the active in- 
gredients in medicines come from overseas, and about half of that 
comes from India and China. China, Mr. Chairman, this is the 
same country that manufactured over 60 percent of all the Con- 
sumer Product Safety recalls, including 90 percent of the recalled 
toys. Like many other Americans, I am now regarding the label, 
made in China, as warning, consume at your own risk. While the 
20- to 40-percent number is disturbing, analysts predict that 80 
percent of the active ingredients will come from China and India 
within the next 15 years. If this is true, then our action here today 
and in subsequent hearings is critical. 

We must help to move the Food and Drug Administration into 
a 21st-century agency that can handle these 21st-century problems. 
And it is not just money alone that will solve the problems. We do 
need real reform. In fact, you can argue we need to go beyond re- 
form. It is not just changes at the margin. It is time for real trans- 
formation. Now, at the last Oversight and Investigations hearing 
on food safety, I discussed the quality control with the witness from 
Tyson’s Chicken. You may remember. He informed the committee 
that, yeah, they did find problems with things that were coming 
into their plants from suppliers in the country where they were op- 
erating, within China. And when they found those problems they 
dealt with them internally, but they didn’t tell anybody else. They 
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are under no obligation to self-report any problems that they en- 
counter with shippers, with other manufacturers, with other ship- 
pers, or even the Federal agency charged with protecting the 
health and safety of American citizens. 

Today I hope that the witnesses will speak to this issue. Mr. 
Chairman, before I yield back, I would be remiss if I didn’t make 
a couple of observations about the witnesses before us today. Cer- 
tainly I want to thank Mr. William Hubbard for appearing before 
us today. Dr. Hubbard has appeared before us in the past and has 
inspired at least me to introduce legislation based on testimony 
that he has given to our committee, so I thank you for being with 
us today, and I hope you can continue to shed some light upon the 
solutions that are needed to fulfill the organization’s own mission 
of building a stronger Food and Drug Administration. 

And, of course. Dr. von Eschenbach is with us again today, and 
we are grateful that he has given his time. Honestly, Mr. Chair- 
man, Dr. von Eschenbach is the head of a major Federal agency. 
His time is extremely valuable, and I know you would like to keep 
him in the audience so he can listen to your penetrating and prob- 
ing questions, but at the same time he does have other duties to 
perform. 

We have tasked the FDA with transformation. We have tasked 
the FDA with keeping us safe, and yet as I sit here this is the third 
Food and Drug administrator that we have had since I came to 
Congress a very short time ago. He has an agency to get up to 
speed, to get up to 21st-century functioning. Yet he can scarcely 
perform that arduous task that we have set before him if he spends 
day after day after day listening to us pontificate from the dais. He 
could watch us on C-Span in between the activities that he needs 
to do at his agency. I hope in the future when Dr. von Eschenbach 
is called to testify we will afford the courtesy of allowing him to 
go early in the day as opposed to late in the day. I do realize that 
we do all ask very entertaining and probing questions, but I know 
Dr. von Eschenbach has a lot of other things he could be doing. I 
for one certainly appreciate the time that he has given, the cour- 
tesy he has shown this committee. He has never complained about 
this issue, but I find it undignified that the committee would be- 
have in such a way. 

I do know that the FDA does require additional resources. At the 
same time, just this past year, when we reauthorized the Food and 
Drug Administration, it wasn’t just the reauthorization of PDUFA 
and MDUFA, we made some basic changes as to how data is han- 
dled at the FDA. This is going to take us to the cusp of the 21- 
century type of transformation that we all need. I hope we are not 
a hindrance in that process, and I will yield back the balance of 
my time. 

Mr. Stupak. Ms. DeGette, for opening statement. 

Ms. DeGette. Chairman, I have a brilliant opening statement 
that I would like to submit for the record and in the interest of 
having extra time for questioning. 

[The prepared statement of Ms. DeGette follows:] 
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House Energy & Commerce Subcommittee on Oversight and Investigations 
“FDA Foreign Drug Inspection Program: A System at Risk.” 
Opening Statement: Congresswoman Diana DeGette 
November 1, 2007 


Mr. Chairman, thank you for holding this very important hearing on 
prescription drug import safety. This hearing dove-taUs nicely with the other 
drug and product safety issues that we have addressed recently; but in the 
context of the FDA’s ability to inspect foreign drug manufacturing. 

As you know, drug safety is very important to me, particularly surrounding 
drug importation and counterfeiting. Despite the fact that the issue at hand 
today surrounds legitimate drug manufacturing, not counterfeit drugs, the 
same safety concerns are present. Because of technological limitations, drugs 
are not routinely tested in a complete and thorough manner when they enter 
the country. Furthermore, what is to guarantee that end-product testing is a 
fail proof way to determine continued product safety? It is FDA’s 
responsibility to monitor the safety and efficacy of drugs over the course of 
the entire manufacturing process through regular site inspections. 

It is generally accepted that in order to maintain the quality of a particular 
drug, periodic follow-up inspections are critical. I was shocked to learn that 
for each overseas facility that exports drugs to the United States, FDA is able 
to complete an inspection only once every 8 to 12 years. Yet, Good 
Manufacturing Practices govern that on-site inspections should occur every 
two years. FDA must inspect domestic facilities every two years — ^why should 
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the standard be so much lower for foreign drugs than domestic drugs when 
they are consumed by the same population? 

Resources are limited and more and more facilities are manufacturing drugs 
that will eventually end up in the U.S. pharmaceutical supply. It seems as 
though we are dealing with both issues surrounding end-product testing and 
issues surrounding systematic inspection of the manufacturing process — 
neither of which is currently able to satisfactorily guarantee drug safety. 

GAO identified these same concerns over a decade ago, yet the FDA is still 
plagued by many of the same problems. I look forward to hearing from our 
witnesses today about the challenges the FDA currently faces in monitoring 
drug safety overseas and what changes we can make in order to more 
effectively protect our drug supply and our nation’s health. 


I yield back the balance of my time. 
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Mr. Stupak. Very good. Mr. Murphy, I believe, is next. 

OPENING STATEMENT OF HON. TIM MURPHY, A REPRESENTA- 
TIVE IN CONGRESS FROM THE STATE OF PENNSYLVANIA 

Mr. Murphy. Thank you, Mr. Chairman, and thank you for hold- 
ing this hearing, which is a critically important issue we are deal- 
ing with. The American public’s confidence in any products made 
in some foreign countries, particularly in China, is probably at rock 
bottom, and even this morning as I have been watching ABC Good 
Morning, America, they tested 100 popular children’s toys. Al- 
though they found 90 of them had no lead levels of problems, still, 
10 of them did and got by Federal inspectors. Yet when it comes 
to children’s toys and when it comes to drugs, I think the American 
people should have zero tolerance for any kind of weakening of in- 
spections or standards. 

Although plants in the United States must be inspected regularly 
every 2 years, we are not yet there for some other pharmaceutical 
manufacturers around the world. And, as China is among them, we 
must be concerned and want to hear everything that our govern- 
ment is doing to help make sure that such plants are inspected and 
are meeting top standards, particularly because as we also see 
many factories around the world, unfortunately in China, India, 
and others in other small countries are involved with a great deal 
of counterfeiting drugs, where not only are drugs being marketed 
as having active ingredients when they have absolutely no active 
ingredients in them or may actually have poisons in them or lead 
paint, et cetera. This is an intolerable situation, and we, of course, 
all share our concern that would any of these ever be marketed or 
sent out through Internet sites and other marketing mechanisms 
as if they are legitimate drugs, with all of the stamps and other 
procedures on them to make them look like they are real. The FDA 
is in a critically important position here, and with this committee’s 
oversight of looking at that, we are hoping to hear about the sig- 
nificant steps being taken to protect the American public. We want 
any breaches in this exposed. We want anybody who is involved in 
cutting any corners disciplined for that. It is something that this 
committee or Congress simply cannot tolerate when it comes to 
medications that are supposed to make things better. We cannot 
tolerate any system that is using counterfeiting or cutting corners 
that makes people sicker. 

So I applaud the actions of this committee in moving forward in 
this. I look forward to hearing the testimony about what is being 
done to make sure this area is made safe. And I yield back. 

Mr. Stupak. Thank you, Mr. Murphy. Mr. Ferguson, for opening 
statement. 

OPENING STATEMENT OF HON. MIKE FERGUSON, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER- 
SEY 

Mr. Ferguson. Thank you, Mr. Chairman. Thank you, Mr. 
Whitfield and the members of the subcommittee and our witnesses, 
for being here to discuss what many of us know is a very important 
issue, the safety and the security of our nation’s drug supply. I am 
pleased that we are again addressing this critical issue in this sub- 
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committee. We have had several hearings in recent months on all 
aspects of drug safety. My biggest concern, and I think that of oth- 
ers on this subcommittee, is ensuring that the safety of the drug 
supply for our constituents and for all Americans. It is my hope 
that our witnesses today will be able to provide us with insights 
into why there seem to be gaps in the security of imported drugs 
into America. 

Most of you have probably the New York Times article from yes- 
terday, and if you have I am sure you are as alarmed as I am 
about what was contained in that. It is paramount that the citizens 
of this country have faith in the Federal Government’s ability to 
monitor and ensure the safety of all of our drugs, and we know 
from recent investigations that they don’t have good reason to have 
faith in that process, and perhaps not as much faith as they used 
to have. Many facilities have not been inspected. Other companies 
are using loopholes to get adulterated ingredients into the supply 
chain. However, the majority of ingredients used in the production 
of drugs are coming from outside of the U.S. 

This globalization of the drug manufacturing industry is putting 
a strain on the FDA and their efforts to ensure the safety and the 
security of our drug supply. There are thousands of facilities pro- 
ducing finished drugs and/or ingredients around the world today 
creating products that will end up being ingested by Americans 
across our country. The GAO has been tasked with finding the defi- 
ciency in the safety and security of the drug manufacturing pipe- 
line. Their investigations revealed that the FDA isn’t completely 
certain as to how many foreign manufacturing facilities are even 
subject to inspection. 

Using a risk-based assessment of the number of facilities subject 
to inspection, the FDA comes up with the number 3,249. However, 
this risk-based assessment is processed off an unverified database. 
At the agency’s current rate of inspections it would take 13 years 
to inspect all of these facilities. This is with the stipulation that no 
new facilities be added to the list in the meantime. Even more 
alarming is the fact that the Federal Government doesn’t have one 
interoperable database of manufacturing facilities, both foreign and 
domestic, which are willing to register and be inspected. We have 
three different databases for three different purposes, the drug reg- 
istration and listing system for registration purposes, the field ac- 
complishments and compliance tracking system for completed in- 
spection information, and the operational and administrative sys- 
tem for import support for information on drugs and other regu- 
lated substances being imported. 

If our government doesn’t have a handle on the good actors, the 
responsible actors, how can DHS and FDA and Customs work to 
prevent adulterated or counterfeit drugs from entering our supply 
chain from the bad actors? I am pleased to say that I am going to 
be an original co-sponsor of Mr. Boullier’s legislation when he in- 
troduces it. I want to commend Mr. Boullier. He has done an enor- 
mous amount of work on this issue. He has been a leader on the 
counterfeit drug issue. He has invested a lot of time and effort in 
the issue, and I think he has come up with a very good product. 

But it really drives home the point, if we can’t regulate the good 
actors that are playing by the rules in this industry, how are we 
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ever going to ensure the safety of the drug supply of other drugs 
coming into America? The GAO’s information is very alarming, and 
I really think it drives home the point that preventing the importa- 
tion of drugs into our supply chain, which can create safety and se- 
curity problems, we have some on this committee and in this Con- 
gress who want to kick open the doors, kick open the flood gates 
of any drugs coming into this country, and they say, well, it is only 
from Canada or a country that we know of. We know for a fact that 
Canada and other so-called safe countries with safe drug supplies 
are really acting as a post office for drugs coming into this country 
from any place in the world. It is irresponsible, and it is wrong. We 
know the struggles we are having with just ensuring the drug sup- 
ply of the responsible actors of products coming into this country. 
How in the name of God can we make sure the drug supply is safe 
if we are going to kick open the flood gates to any and all actors? 
It is the wrong way to go. 

I hope we will be able to address these and other issues in the 
coming weeks. I look forward to hearing the testimony of our wit- 
nesses, and I thank you again, Mr. Chairman, for having this hear- 
ing. 

Mr. Stupak. Thank you, Mr. Ferguson. Mrs. Blackburn, opening 
statement. 

OPENING STATEMENT OF HON. MARSHA BLACKBURN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF TEN- 
NESSEE 

Mrs. Blackburn. Thank you, Mr. Chairman. I thank you for 
calling the hearing to examine this foreign drug inspection pro- 
gram. The inadequacies of our food and drug import system have 
been widely reported during the past year, and you have had the 
New York Times article referenced several times already today. 
There is a serious problem. We all recognize that. Given that the 
U.S. imports 80 percent of the active drug ingredients, it is critical 
that the Federal Government improve its drug monitoring safety 
system to ensure that the U.S. drug supply remains the safest in 
the world. 

The volume of FDA-regulated pharmaceutical imports doubles 
every 5 years and will continue to increase. How much weight can 
American consumers give to the label, FDA regulated, when the 
FDA cannot perform timely safety inspections? When the agency 
fails to enforce action against foreign manufacturers and lacks the 
tools to monitor foreign drug manufacturers, how can Americans 
feel safe? If American drug manufacturers are required to follow 
the letter of the Law regarding FDA drug safety inspections. Con- 
gress should expect nothing less from foreign manufacturers. For- 
eign manufacturers must play by the same rules that our domestic 
manufacturers follow. 

If consumer safety is priority number one, and it should be, then 
we have a lot of work to do to ensure that this goal is going to be 
met. It is worth noting, however, that many of the voices calling 
for an overhaul of the U.S. drug safety inspection system concur- 
rently called for legislation that would import prescription drugs 
from other nations. Drug re-importation fails to ensure the high 
safety standards that Americans have come to expect. Americans 
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clearly do not need a flood of unsafe prescription drugs finding 
their way into the medicine cabinets across this country, especially 
since there is no guarantee of quality or that imported medication 
is indeed safe for us. 

When someone gets that imported drug, and it turns out to be 
unsafe, we have another public health threat on our hands. This 
subcommittee has examined drug import safety in numerous hear- 
ings during the 110th Congress, and the record shows that it is un- 
realistic for the FDA to inspect all imports coming into the United 
States. However, Americans demand greater accountability in the 
nation’s drug supply through considerable and expedient improve- 
ment of the FDA’s current drug safety review system. 

I look forward to the testimony today from our witnesses, and I 
yield back the balance of my time. 

Mr. Stupak. Thank the gentlelady. Seeing no other members, we 
will call our first panel to come forward. Dr. Marcia Crosse, the Di- 
rector of the Public Health and Military Health Care Issues at the 
United States Accountability Office; Mr. William Hubbard, former 
senior FDA employee and current Senior Advisor to the Coalition 
for a Stronger FDA; Mr. Ben England, former senior FDA employee 
and current Special Counsel at Jones, Walker, et al. law firm; and 
Mr. Carl Nielsen, retired Director of the Division of Import Oper- 
ations within the Office of Regulatory Affairs at the FDA. 

It is the policy of this subcommittee to take all testimony under 
oath. Please be advised that witnesses have a right under the rules 
of the House to be advised by counsel during their testimony. Do 
any of you wish to be represented by counsel? Seeing none of you 
wish to, then I am going to swear you in, but then I am going to 
have Mr. Dingell give an opening statement if he so wishes. So 
please raise your right hand. 

[Witnesses sworn] 

Mr. Stupak. Let the record reflect that each witness answered 
in the affirmative, and they are now all under oath. Mr. Chairman, 
would you like to make an opening statement at this time? 

Mr. Dingell. Mr. Chairman, you are most gracious. This is deja 
vu all over again. I have a fine opening statement. I am sure every- 
body is familiar with it. It is something very much identical to 
what has been given for years, and I don’t want to deter you in 
your good work. I commend you for what you are doing. I thank 
you for your gracious kindness to me. I urge you to continue your 
vigorous effort in this matter, and we are going to try and make 
the American people safe from some of these imported pharma- 
ceuticals and imported foods that are putting their lives at risk. 

Thank you, Mr. Chairman. 

[The prepared statements of Messrs. Dingell and Barton follow:] 
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STATEMENT 

OF 

THE HONORABLE JOHN D. DINGELL 
SUBCOMMITTEE ON OVERSIGHT AND INVESTIGATIONS 
HEARING ON "FDA FOREIGN DRUG INSPECTION 
PROGRAM: A SYSTEM AT RISK” 

NOVEMBER 1, 2007 

Mr. Chairman, today’s hearing could not be timelier 
given the unremitting bad news regarding the safety of 
imported products. I am struck, however, by how little has 
changed in the seven years since our last hearing on the 
Food and Drug Administration (FDA) foreign drug 
inspection program — it’s like deja vu all over again. 

Seven years ago, this Subcommittee heard FDA 
Commissioner Jane Henney testify that: 

• FDA could not provide a complete list of foreign drug 
producing facilities: 

• FDA lacked an information technology (IT) system 
able to effectively manage the foreign drug 
inspection program; and 
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• FDA lacked the resources to inspect foreign drug 
manufacturing firms that imported to the U.S. at the 
recommended two-year intervals, as is required for 
domestic companies. 

Mr. Chairman, you may think you are hearing an echo 
in the room, but let me summarize today’s findings: 

• FDA still cannot calculate the number of foreign drug 
producing facilities shipping products into the U.S.; 

• FDA’s IT system still is as broken as it was back 
then, unable to provide critical data for regulating 
foreign drug production; and 

• FDA still lacks the necessary resources to effectively 
conduct foreign inspections to ensure that the 
medicines made abroad are safe for U.S. 


consumers. 
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There is one slight change since our last hearing. 
Unfortunately, it is a change for the worse. Despite the 
dramatic increases of drug imports into the U.S. — 
indicating even more foreign drug facilities requiring 
inspection — the agency’s resources have actually 
decreased since our last hearing. 

I believe that the American people generally assume 
that the FDA ensures that foreign-manufactured drugs 
sold in this country are safe. They assume incorrectly. 

For example, most experts recommend that drug- 
producing firms be inspected about every two to three 
years, which is generally how often domestic drug firms by 
law are required to be inspected. The rules for foreign 
firms, however, are completely different. 

According to testimony we will hear today, FDA only 
has the resources to inspect foreign firms once every 13 
years on average. China, for example, now has more 
facilities manufacturing drug products for the U.S. market 
than any other country, some 714. 
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Yet given the FDA’s anemic resources, only 13 
inspections were conducted in China in 2007. At this rate, 
it would take the FDA 55 years just to clear this backlog. 

The bottom line is that the FDA has no clue what the 
condition is of most foreign drug-manufacturing facilities 
that import into the U.S. market. The agency is using an 
antiquated regulatory system from the last century, when 
the global economy was very different. It is time that FDA 
both receives and dedicates enough resources so as to 
effectively carry out its mission in today’s global market. 

Mr. Chairman, I have introduced a bill that will give 
FDA adequate resources to do its job. I hope the 
Members of this Committee will work together on this 
legislation to see to it that it becomes enacted into law. 
This hearing should serve as a wake-up call to FDA that 
it’s time to seriously address the restructuring and funding 
the foreign drug inspection program. Nothing less will 
restore the confidence of the American people in the 
safety and efficacy of our drug supply. 
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Opening Statement of the Honorable Joe Barton 
Ranking Member, Committee on Energy and Commerce 

For 

Subcommittee on Oversight and Investigations Hearing: 
“FDA Foreign Drug Inspection Program: A System at Risk” 
November 1, 2007 


Chairman Stupak and Ranking Member Whitfield, thank you for 
holding this hearing. Thank you for continuing the Committee’s bipartisan 
oversight of the Food and Drug Administration’s foreign drug inspection 
program. Americans are anxious about the safety of imported products, 
especially the medicine we take with ingredients from China or India. 
People are right to be worried, because those are two countries with a history 
of counterfeiting and sloppy manufacturing. Americans want facts, they 
want answers, and they want the Federal government to ensure that the 
medicines people take to make them well are not making them sick. 


More and more drugs and drug ingredients come from overseas. And 


more and more come from China and India. These trends are expected to 
continue over the next five years. FDA’s foreign drug inspection program 
and FDA’s import programs are responsible for overseeing these imports. 
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Today, we will hear that the FDA is struggling to meet these 
responsibilities, and that the FDA lacks the data to determine whether it is 
effectively assessing and reducing the risks of foreign drug imports. For 
example, we have learned: 

• That FDA does not know how many foreign firms are making 
drug product shipped to the United States; 

• That FDA does not know how many foreign firms are 
shipping drug products to the U.S. 

• That FDA does not know how many Chinese firms sell 
ingredients used in drugs consumed by Americans. 

Mr. Chairman, ignorance is almost never bliss. What you don’t know 
can hurt you. According to past testimony from FDA before this 
Subcommittee, drugs of unknown origin and quality pose a potential health 
hazard. The fact that the manufacturing is unknown means there is no 
product history. Therefore, we do not know if the product is safe or whether 
it works. We don’t know the impurity profile, how it was stored, the 
manufacturing environment, and how the product was synthesized. 

The agency does not even know the size of the problem it is tasked 
with managing. When you don’t know what you’re measuring, you’re 
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probably not measuring things that need to be measured and you can’t tell 
what you’re doing is even effective. And right now, this shot-in-the-dark 
science is all that stands between Americans and some truly bad medicine. 

To be fair, FDA has lacked resources in the import program for some 
time. But after 9-11, there was supposed to be a resource boost to the import 
program and attempts were made to create a new import strategy for FDA. 
The bottom line, though, is that FDA’s strategy and use of resources has not 
fundamentally changed since the Subcommittee looked at this issue when I 
was the Chairman a decade ago. The only difference is that things seemed 
to have gotten worse: the volume of drug imports continues to increase, 
while the resources decrease. 

They say the definition of insanity is doing the same thing over and 
over, but expecting different results. Even though drug imports have 
skyrocketed, FDA continues with basically the same databases, the same 
limited knowledge, the same strategy, and the same secondary status for the 
foreign inspection program compared to the domestic inspection program. 
FDA needs more resources, but it also needs a new strategy and a new 
approach. 
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Commissioner von Eschenbach, you have a chance to be a hero. This 
is your moment in history. You have met with Committee staff, met with 
the Chinese government, and met with other stakeholders. You’re working 
with the President’s Import Working Group. I stand ready to give you the 
support you need to heroically improve FDA’s interception of tainted drugs 
from abroad. 

We just aren’t living in the 20th century world where almost all drug 
products were made in the USA, and we aren’t going back. As we go 
forward, FDA needs to get more and better data so it can assess real risks. 
FDA also needs a separate foreign inspection program, with an adequate 
number of inspectors and investigators assigned to it full-time. In the 21®* 
century, foreign inspections cannot continue to be the neglected stepchild of 
FDA’s domestic operations. 

I welcome the witnesses and especially Commissioner von 
Eschenbach. I look forward to the testimony, and more importantly, look 
forward to helping FDA make real progress on drug imports. 


### 
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Mr. Stupak. Thank you, Mr. Dingell. Dr. Crosse, if you would, 
we would start with you for an opening statement, please. A longer 
version will he submitted for the record, so please try to limit your 
testimony to five minutes. Dr. Crosse. 

TESTIMONY OF MARCIA G. CROSSE, DIRECTOR, PUBLIC 

HEALTH AND MILITARY HEALTH CARE ISSUES, U.S. GOV- 
ERNMENT ACCOUNTABILITY OFFICE 

Ms. Crosse. Thank you, Mr. Chairman, and members of the sub- 
committee. I am pleased to be here today as you examine FDA’s 
inspections of foreign drug manufacturers. As you know, the 
United States increasingly relies on drugs manufactured in other 
countries. Slide, please. 

[Slide] 

As you can see in this figure, there are firms in more than 50 
countries that are registered to manufacture drugs for the U.S. 
market, with the heaviest concentration in China and India, as we 
have heard. The FDA is responsible for overseeing the safety and 
quality of human drugs sold in the United States, whether they are 
manufactured in foreign or domestic establishments. As part of its 
efforts to ensure the safety and quality of imported drugs, FDA is 
responsible for inspecting foreign establishments to ensure that 
they meet the same quality standards required of domestic estab- 
lishments. For domestic establishments, FDA’s usual approach is to 
conduct surveillance inspections of good manufacturing practices to 
ensure that marketed drugs continue to be manufactured in com- 
pliance with standards. FDA is required to conduct such inspec- 
tions every 2 years for domestic establishments, but there is no 
comparable requirement for inspecting foreign establishments. 

We reported in 1998 that FDA needed to improve its foreign drug 
inspection programs. Today, almost a decade later, questions re- 
main about FDA’s ability to oversee foreign drug establishments 
and whether FDA has improved its management of the foreign 
drug inspection program. My remarks provide preliminary informa- 
tion on the review we are conducting at your request. Today I will 
discuss the extent to which FDA has accurate data to manage the 
foreign drug inspection program, the frequency of foreign inspec- 
tions, and factors influencing the selection of establishments to in- 
spect, and certain issues that are unique to conducting foreign in- 
spections. 

We are finding that FDA’s effectiveness in managing the foreign 
drug inspection program continues to be hindered by substantial 
weaknesses in its databases. FDA does not know how many foreign 
establishments are subject to inspection. Because of this, FDA does 
not have adequate information on the full scope of their respon- 
sibilities, which limits their ability to appropriately manage. In- 
stead, FDA relies on databases that were designed for other pur- 
poses and contain inaccuracies that FDA cannot easily reconcile. 
Slide, please. 

[Slide] 

For example, one of the databases indicates there are about 
3,000 establishments registered to import drugs into the United 
States, while another indicates that about 6,800 foreign establish- 
ments actually imported drugs in the past year. However, despite 
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the more than two-fold different in the estimates of foreign estab- 
lishments, FDA does not verify the information within each data- 
base. For example, the agency does not confirm that a registered 
establishment actually manufactures a drug for the U.S. market. 
Similarly, FDA has not generated an accurate listing of the estab- 
lishments whose drugs have actually been imported into the United 
States. Slide, please. 

[Slide] 

At a time when manufacturing of drugs for the U.S. market is 
increasing in foreign countries, FDA’s inspections have not kept 
pace. FDA inspects relatively few foreign establishments. Data 
used by FDA to prioritize foreign establishments for inspection sug- 
gests that the agency may inspect about seven percent of foreign 
establishments in a given year. At this rate, it would take FDA 
more than 13 years to inspect each foreign establishment once, as- 
suming that the rate of inspections remains constant and that no 
additional establishments require inspection. Slide, please. 

[Slide] 

The mismatch between the number of inspections performed and 
the number of establishments subject to inspection appears to be 
the largest in China. Further, FDA cannot provide an exact num- 
ber of foreign establishments that have never been inspected. But, 
according to FDA’s data, it may be more than 2,000, and the larg- 
est number of such establishments are also likely to be in China. 
Slide, please. 

[Slide] 

FDA’s foreign inspection process is driven by the current statu- 
tory and regulatory requirements for timely review of applications 
to market new drugs. Among the limited number of foreign inspec- 
tions, most are pre-approval inspections conducted as part of the 
processing of a drug application to allow a manufacturer to begin 
marketing a particular drug in the United States. In the last 6 
years, 88 percent of FDA’s inspections of foreign inspections in- 
volved such pre-approval inspections. Although FDA uses a risk 
model to develop a prioritized list of foreign establishments for sur- 
veillance inspections, to ensure continued compliance, few such in- 
spections are completed in a given year. This prioritized list was 
used to select about 30 foreign establishments for inspection in fis- 
cal year 2007, and 50 are targeted for inspection in fiscal year 
2008. Further, FDA coordinates these relatively few surveillance 
inspections with travel to locations for pre-approval inspections to 
make efficient use of travel funds. The need to coordinate travel is 
a bigger factor in the selection of foreign establishments than 
FDA’s risk model. Slide, please. 

[Slide] 

This is in marked contrast to the pattern of domestic inspections. 
About 78 percent of FDA’s inspections of domestic establishments 
were specifically for the purpose of a surveillance inspection, to en- 
sure that manufacturers continue to comply with good manufac- 
turing requirements. The comparable figure for foreign establish- 
ments is 12 percent. Further, in the last 6 years, FDA has con- 
ducted almost seven times as many inspections domestically as 
abroad. And this is for about an equal or smaller number of estab- 
lishments. Slide, please. 
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[Slide] 

Finally, the foreign inspection process also involves unique cir- 
cumstances that are not encountered domestically. For example, 
FDA relies on staff that inspect domestic establishments to volun- 
teer for foreign inspections. Unlike domestic inspections, FDA does 
not arrive unannounced at a foreign establishment. It also lacks 
the flexibility to easily extend foreign inspections if problems are 
encountered because of the need to adhere to an itinerary that typi- 
cally involves multiple inspections in the same country. In addition, 
language barriers can make foreign inspections more difficult than 
domestic ones. FDA does not generally provide translators to its in- 
spection teams. Instead, they may have to rely on an English- 
speaking representative of the foreign establishment being in- 
spected rather than an independent translator. Slide, please. 

[Slide] 

In conclusion, our preliminary work indicates that fundamental 
flaws that we identified in the management of this program in 
1998 continue to exist. FDA still does not have a reliable list of for- 
eign establishments that are subject to inspection. As more im- 
ported drugs enter the United States, it becomes increasingly im- 
portant that foreign establishments receive appropriate scrutiny. 
However, until FDA responds to systemic weaknesses in the man- 
agement of this important program, it cannot provide the needed 
assurance that the drug supply reaching our citizens is appro- 
priately scrutinized and safe. 

Mr. Chairman, this concludes my prepared remarks. I would be 
happy to answer any questions that you or other members of the 
subcommittee may have. 

[The prepared statement of Dr. Crosse follows:] 



25 


GAO 


United States Government Accountability Office 

Testimony 

Before the Subcommittee on Oversight 
and Investigations, Committee on Energy 
and Commerce, House of Representatives 


For Release on Delivery 
Expected at i0:00 am. EDT 
Thursday, November 1, 2007 


DRUG SAFETY 

Preliminary Findings 
Suggest Weaknesses in 
FDA’s Program for 
Inspecting Foreign Drug 
Manufacturers 


Statement of Marcia Crosse, Director 
Health Care 



GAO 

Aceountabiitty * Integrity * Reliability 


GAO-08-224T 


26 



DRUG SAFETY 

Preliminary Findings Suggest Weaknesses in FDA’s 
Program for Inspecting Foreign Drug Manufacturers 


What GAO Found 

FDA’s effectiveness in manning the foreign drug inspection program 
continues to be hindered by weaknesses in its databases. FDA does not know 
how many foreign establishments are subject to inspection. Instead, FDA 
relies on databases that were not designed for this purpose. Further, these 
databases contain inaccuraci^ that FDA cannot easily reconcile. One 
database indicates there were about 3,000 foreign establishments registered to 
market drugs in the United States in fiscal year 2007, while another indicates 
that about 6,800 foreign establishments actually imported drugs in that year. 
FDA recognizes these flaws. Further, because the databases cannot exchange 
information, any comparisons of the data are performed manually, on a case- 
by-case basis. Fi)A officials told GAO that they have not generated an 
accurate count of foreign establishments whose drugs are imported into the 
United States. 

FDA inspects relatively few foreign establishments. Data from FDA suggest 
that the agency may inspect about 7 percent of foreign establishments in a 
given year. At this rate, it would take FDA more than 13 years to inspect each 
foreign establishment once, assuming that no additional establishments 
require inspection. However, FDA cannot provide an exact number of foreign 
establishments that have never been Inspected. Most of the forei^ 
inspections performed are conducted as part of a review associated with 
processing an application to market a new drug, rather than inspections for 
monitoring the quality of marketed drugs. Although FDA uses a risk-based 
process to develop a prioritized list of foreign establishments for inspections 
CO monitor the quality of market ed drugs, few are completed in a given year. 
This prioritized list was used to select foreign establishments for inspection in 
fiscal year 2007. According to FDA, about 30 such inspections were completed 
in that year and at least 50 are targeted for inspection in fiscal year 2008. 

The foreign inspection process involves unique circumstances that are not 
encountered domestically. For example, FDA relies on staff that inspect 
domestic establishments to volunteer for foreign inspections. Unlike domestic 
inspections to monitor the quality of a marketed drug, FDA does not arrive 
xmannounced at a foreign establishment. It also lacks the flexibility to easily 
extend foreign in^jections if problems are encountered, due to the need to 
adhere to an itinerary that typically involves multiple inspections in the same 
country. Finally, language barriers can make foreign inspections more difficult 
than domestic ones. FDA does not generally provide translators to its 
inspection teams. Instead, they may have to rely on an English-speaking 
representative of the foreign establishment being inspected, rather than an 
ind^endent translator. 


.United States Govornment Accountability Office 



27 


Mr. Chairman and Members of the Subcommittee: 

I am pleased to be here today as you examine the Food and Drug 
Administration’s (FDA) inspections of foreign drug manufacturers whose 
products are imported into the United States. In 1998, we reported that 
FDA needed to improve its foreign drug inspection program. ‘ Among other 
things, we noted that FDA had serious problems managing its foreign 
inspection data and that it lacked a comprehensive automated system for 
tracking this important information. We were also critical of the number of 
inspections FDA conducted at foreign manufacturer. At that time, FDA 
reported on our growing dependence on imported pharmaceutical 
products, noting that as much as 80 percent of the bulk drug substances^ 
used by manufacturers in the United States to produce prescription drugs 
was imported and that the number of finished drug products 
manufactured abroad for the U.S. market was increasing. Today, we are 
stiU dependent on foreign establishments® manufacturing drugs for the 
U.S. market as the value of pharmaceutical products coming into the 
United States from abroad continues to increase.* 

Given the importance of FDA’s foreign drug inspection program, you 
expressed concern about FDA’s ability to oversee foreign establishments 
manufacturing drugs and asked whether FDA has improved its 
management of the foreign drug inspection program since our previous 
report was Issued. My testimony today will summarize preliminary 
findings from our ongoing work to update our 1998 report. My remarks 
will focus on (1) the extent to which FDA has accurate data to manage its 
foreign drug inspection program, (2) the frequency of foreign inspections 
and factors influencing the selection of establishments to inspect, and 
(3) issues unique to conducting foreign inspections. 


'GAO, Food and Drug Administration: Improvements Needed in the Foreign Drug 
Inspection Program, GAO/HEHS-98-21 (Washington, D.C,: Mar. 17, 1998). 

^A bulk drug substance is any substance that is represented for use in a drug that, when 
used in the manufacturing, processing, or packaging of a drug, becomes an active 
ingredient or a finished drug product. 21 C.F.R. § 207.3(a)(4)(2007). 

®FDA regulations define an establishment as a place of business under one management at 
one general physical location. 21 C.F.R. § 207.^a)(7)(2007)- Dmg Anns may have more 
than one establishment 

^According to GAO analysis of International Trade Centre data, the \^ue of pharmaceutical 
imports increased 42 percent from 2001 to 2005 ai^usted for pharmaceutical inflation. The 
Internaticmal lYade Centie is a joint agency of the United NatioiK Conference on Trade and 
Development and the World Trade Organization. 


Page 1 


GAO-08-224T 



28 


To address th^e issues, we interviewed officials from FDA’s Center for 
Drug Evaluation and Research (CDER) and Office of Regulatory Affairs 
(ORA), which each have responsibilities for managing the foreign drug 
inspection program. We reviewed pertinent statutes and regulations as 
well as agency documents that provide guidance on conducting 
inspections and provide the basis for FDA’s assessment of an 
establishment’s compliance with current good manufacturing practices 
(GMP).® These documents included FDA’s Compliance Program Guidance 
Manuals, its Guide to Inspections of Foreign Phmmaceutical 
Manufacturers, and its Investigations Operations Manual 2007. We also 
obtained information from FDA databases on establishments whose drugs 
have been imported into the Uruted States. Specifically, we obtained data 
from the Drug Registration and Listing System (DRLS), the Field 
Accomplishments and Compliance Tracking System (FACTS), and the 
Operational and Administrative System for Import Support (OASIS). We 
assessed the reliability of these data by (1) reviewing existing information 
about the data and the databases that produced them, (2) interviewing 
agency officials knowledgeable about the data, and (3) performing 
electronic testing of data elements from FACTS. We found the data in the 
FACTS database reliable for our purposes. We also foimd that DRLS was 
reliable, to the extent that it accurately reflects information provided by 
foreign establishments that register to market drugs in the United States. 
However, we determined that these data do not necessarily reflect all 
foreign establishments whose drugs are imported into the Uruted States. In 
addition, we found that OASIS is likely to over-estimate the number of 
foreign establishments whose drugs have been imported into the United 
States, due to uncorrected errors in the data. Therefore, we present 
information from both DRLS and OASIS to illustrate the variability 
in information that FDA’s databases provide to agency officials on this 
topic. This represents the best information available and is what FDA 
relies on to manage its foreign drug inspection activities. Our ongoing 
work is focused on human drugs regulated by CDER and not on biologies,® 
medical devices, veterinary medicines, or other items or products for 
which FDA conducts inspections. We received technical comments on a 
draft of this statement from FDA, which we incorporated as appropriate. 


®GMI^ provide a ftamework for a manufacturer to follow to produce safe, pure, and high- 
quality products. See 21 C.F.R. pts. 210, 211 (2007)- 

®Biolo^cs are materials, such as vaccines, derived from living sources such as humans, 
animals, and microoi^anisms. Some biologies are regulated by CDER and kispectioas 
related to those products are included in our work. 
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Our work is being performed in accordance with generally accepted 
government auditing standm'ds. 

In summary, our preliminary results indicate that more thmi 9 years after 
we issued our last report on this topic, FDA’s effectiveness in managing 
tlie foreign drug inspection program continues to be hindered by 
weaknesses in its data systems. FDA does not know how many foreign 
establishments are subject to inspection. FDA relies on information from 
several databases that were not designed for this purpose. One of these 
databases contains information on foreign establishments that have 
registered to market drugs in the United States, while another contains 
information on drugs imported into the United States. One database 
indicates about 3,000 foreign establishments could have been subject to 
inspection in ^cal year 2007, while another indicates that about 6,800 
foreign establishments could have been subject to inspection in that year. 
Despite the divergent estimates of foreign establishments subject to 
inspection generated by these two databases, FDA does not verily the data 
within each database. For example, the agency does not routinely confirm 
that a registered establishment actually manufactures a drug for the U.S. 
market. However, FDA used these data to generate a list of 3,249 
establishments from which it prioritized establishments for inspection. 

Because FDA is not certain how many foreign establishments are actually 
subject to inspection, the percentage of foreign establishments that have 
been inspected cannot be calculated with certainty. We foimd that FDA 
inspects relatively few foreign establishments. Using the list of 3,249 
establishments from which FDA prioritized establishments for inspection, 
we found that the agency may inspect about 7 percent of foreign 
establishments in a given year. At this rate, it would take FDA more than 
13 years to inspect each foreign establishment on this list once, assuming 
that no additional establishments are subject to inspection. FDA cannot 
provide the exact number of foreign establishments that have never been 
inspected. Most of the foreign inspections are conducted as part of 
processing a new drug application (NDA) or an abbreviated new drug 
application (ANDA),’ rather than as GMP surveillance inspections, which 
are used to monitor the quality of marketed drugs. Although FDA used a 
risk-based process to develop a prioritized list of foreign establishments 


^FDA must a^pprove an NDA in order for a new drug product to be marketed in the United 
States; approval for a generic drug is sought through an ANDA. FDA also reviews scientific 
and clinic^ data contained in these applications, as part of its process in considering them 
for approval to be marketed. 


GAO-08-224T 



30 


for GMP surveillance inspections in fiscal year 2007, few such inspections 
are completed in a given year. According to FDA, about 30 such 
inspections were completed in fiscal year 2007 and at least 50 are targeted 
for inspection in fiscal year 20(^. Further, the data on which this risk- 
based proce^ depends limits its effectivene^. 

Finally, the very nature of the foreign inspection process involves unique 
circumstances that are not encoimtered domestically. For example, FDA 
does not have a dedicated staff to conduct foreign inspections and relies 
on those inspecting domesfic establishments to volunteer. While FDA may 
conduct unannounced GMP surveillance inspections of domestic 
establishments, it does not arrive unannounced at foreign establishments. 
It also lacks the flexibility to easUy extend foreign inspections if problems 
are encountered, due to the need to adhere to an itinerary that typically 
involves multiple inspections in the same country. Finally, language 
barriers can make foreign inspections more difficult to conduct than 
domestic ones. FDA does not generally provide translators to its 
inspection teams. Instead, they may have to rely on an English-speaking 
representative of the foreign establishment being inspected, rather than an 
independent translator. 

Because of the preliminary nature of our work, we are not making 
recommendations at this time. 


Background 


FDA is responsible for overseeing the safety and effectiveness of human 
drugs that are marketed in the United States, whether they are 
manufactured in foreign or domestic establishments.® Foreign 
establishments that market their drugs in the United States must register 
with FDA. As part of its efforts to ensure the safety and quality of imported 
drugs, FDA is responsible for inspecting foreign establishments whose 
products are imported into the United States. The purpose of these 
inspections is to ensure that foreign establishments meet the same 
manufacturing standards for quality, purity, potency, safety, and efficacy 
as required of domestic establishments. 

Requirements governing foreign and domestic inspections differ. 
Specifically, FDA is required to inspect registered domestic establishments 


*FDA regulations define manufacturing to include the manufacture, preparation, 
propagation, compounding, or processing of a drug. See 21 C.F.R. § 207.3(a)(8) (2007). 
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that have been previously approved to market their drugs in the United 
States every 2 years,® but there is no comparable requirement for 
ii^pecting foreign establishments. FDA does not have authority to require 
foreign establishments to allow the agency to inspect their facilities. 
However, FDA has the authority to conduct physical inspections of the 
imported product or prevent its entry at the border. 

Within FDA, CDER sets standards for and evaluates the safety and 
effectiveness of prescription drugs and over-the-counter drugs. Among 
other things, CDER requests that ORA inspect both foreign and domestic 
establishments to ensure that drugs are produced in conformance with 
federal statutes and regulations, Including current GMPs. CDER requests 
that ORA conduct inspections of establishments that produce finished 
drug products. CDER also requests inspections of those that produce bulk 
drug substences, including the active pharmaceutical ingredients (API)^® 
used in finished drug products. These inspections are performed by 
investigators and laboratory an^ysts.’' ORA conducts two primary types of 
inspections'^: 

• Preapproval inspections of domestic and foreign establishments are 
conducted before FDA will approve a new drug to be marketed in the 
United States. These inspections occur following FDA's receipt of an NDA 
or ANDA and focus on ^e manufacture of a specific drug product. 
Preapproval inspections are designed to verify the accuracy and 
authenticity of the data contained in these applications and ensures that 
the manufacturer of the finished drug product, as well as each 
manufacturer supplying a bulk drug substance used in the finished 


®21 U.S.C. § 360(h). 

'®An API is any component that is intended to provide pharmacological activity or other 
direct effect in the diagn<»js, cure, mitigation, treatment, or prevention of disease. 
According to FDA officials, the agency typically only inspects establishments 
manufacturing inactive ingredients on a for-cause basis. FDA defines inactive ingredients 
as any component of a drug product other than the API, such as materials that improve the 
appearance, stability, and palatability of the product 

"ora investigators lead inspections. They are responsible for performing or overseeing ail 
aspects of an inspection. ORA laboratory analysts are chemists or microbiologists and have 
expertise in laboratory testing. 

'^FDA may also conduct other postapprovai inspections, such as to address adverse events 
associated with a particular drug. In addition, FT)A conducts for-cause inspections when it 
receives information indicating problems in the manufacture of approved drug products, as 
well as when it follows up on manufacturers that were not in compliance with GMPs duriivg 
previous inspections. 
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product, manufacture, processes, and pad« the drug adequately to 
preserve its Identity, stren^, quality, and purity. 

Postapproval GMP surveillance inspections are conducted to ensure 
compliance with applicable laws and regulations pertaining to the 
manufacturing processes used by domestic and foreign establishments in 
the manufacture of finished drug products marketed in the United States 
and bulk drug substances used in the manufacture of those products. 

These inspections focus on a manufacturer’s systemwide controls for 
ensuring ^at drug products are high in quality. Systems examined during 
these inspections include those related to quality control, production, and 
packaging and labeling. 'Hjese systems may be involved in the 
manufacture of multiple drug products. 

FDA allocates funds to ORA to carry out preapproval and postapproval 
inspections of foreign and domestic establishments. ORA develops an 
annual work plan and a budget that estimates human resources available 
to conduct activities related to foreign inspections. ORA also develops 
estimates for inspections of domestic establishments. Typically, ORA 
investigators and laboratory analysts travel abroad for about 3 weeks at a 
time, during which they Inspect approximately three establishments. Each 
establishment inspection typically lasts a week, with 1 day of each week 
set aside for documenting the inspection or for extending the inspection, if 
necessary. 

ODER uses a risk-based process to select some domestic and foreign 
establishments forpostapproval GMP surveillance inspections. According 
to an FDA report,'^ the agency developed the process after recognizing that 
it did not have the resources to meet the requirement for inspecting 
domestic establishments eveiy 2 years. The process uses a risk model to 
identify those establishments that, based on characteristics of the 
establishment and of the product being manufactured, have the greatest 
public health risk potential should they experience a manufacturing 
defect. (See table 1 for a description of the risk-based site selection model 


‘department of Health and Human Services, U.S. Food and Drug Admiiustration, “Risk- 
Based Mediod for Prioritizmg CGMP fospections of Pharmaceutical Manufacturing Sites — 
A Pilot Risk Ranking Model," (September 2004), 

http:/Avww.fdagov/cd€r/gmp/gmp2004/risk_based_method.htm (accessed Oct. 21, 2007)- 

‘^Previously, FDA used other less fonnal risk-based systems to prioritize its inspections. 
For example, we noted in our 1998 report that FDA had used a risk-based site selection 
system, in which it classified establishments according to risk tiers. See GAO/HEIIS-98-21. 
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used by FDA in filial year 2007.) For example, FDA consider the risk to 
public health from poor quality over-the-counter drugs to be lower than for 
prescription drugs, and cor^equently establishments manufacturing only 
over-the-counter drugs receive a lower score on this factor than other 
manufacturers. Through this process, CDER annually prepares a 
prioritized list of domestic establishments and a separate, prioritized list of 
foreign establishments. CDER began applying this risk-based process to 
domestic establishments in fiscal year 2006 and expanded it to foreign 
establishments in fiscal year 2007. 


Table 1 : Summary of Factors in FDA’s Risk-Based Site-Selection Mod I in Fiscal 

Year 2007 

Category 
of factor 

Description 

Example(s) 

Product 

Factors pertaining to the intrinsic 
properties of drug products such 
that quality deficiencies couid 
potentially and adversely affect 
public health 

FDA considers establishments 
manufacturing prescription drugs, as 
opposed to only over-the-counter 
drugs, to be higher risk 

Process 

Factors pertaining to aspects of 
drug manufacturing operations 
that may predict potential 
difRculties with process control or 
vulnerability to various forms of 
contamination 

FDA considers establishments 
manufacturing small-volume drugs 
administered intravenously to be 
higher risk than those manufacturing 
prompt release tablets, because of 
the greater risk of contamination 
associated with the manufacture of 
small-volume intravenous products 

Facility 

Factors relating to characteristics 
of a manufacturing site believed 
to be predictive of potential 
quality risks 

FDA considers establishments that 
have not had a recent QMP 
inspection to be higher risk than those 
that have received a recent GMP 
inspection 


Soum« QAO anaiysis ol FOA’s n$k mod«l. 


FDA relies on multiple databases to manage the foreign drug inspection 
program. FDA assigns unique numeric identifiers to establishments, 
known as the FDA establishment identifier (FEI) number. An FEI number 
could be assigned at the time of registration, importation, or inspection. 

DELS contains information on foreign and domestic drug establishments 
that have registered with FDA. Establishments that market their drugs in 
the United States must register with FDA. These establishments provide 
information, such as company name and address and the drug products 
they manufacture for commercial distribution in the United States, on 
paper forms that are entered into DELS by FDA 
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• OASIS contains infonnation on drugs and other FDA-regulated products 
imported into the United States, including information on the 
establishment that manufactured the drug. The information in OASIS is 
automatically generated from data managed by U.S. Customs and Border 
Protection, which are originally entered by customs brokers based on the 
information available from the importer.’® Each establishment is assigned a 
manufacturer identification number that is generated from key 
informatioR entered about an establishment’s name, address, and location. 

• FACTS contains infonnation on FDA’s inspections of domestic and foreign 
drug establishments. FDA investigators and laboratory analysts enter 
information into FAC're, following completion of an inspection. 

AcconJing to DRLS, in fiscal year 2007, China and India had more 
establishments registered to manufacture drugs for the U.S. market than 
any other counfry.’* Other countries that had a large number of 
establishments registered to manufacture drugs for the U.S. market in this 
year were Canada, France, Germany, Italy, Japan, and the United 
Kingdom. (See fig. 1.) These countries m'e also listed in OASIS as having 
the largest number of manufacturers importing drugs into the United 
States. 


’^Customs brokers are private individu^, partnerships, associations, or corporations 
licensed, regulated, and empowered by U.S. Customs and Border Protection to assist in 
meeting federal requirements governing imports and exports. 

‘*These counts include foreign estaWishments that manufactured human dru^, biologies, 
and veterinary drugs; FDA was unable to provide the number of registered establishments 
specifically manufacturing human drugs. 
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Figure 1 : F reign Establishments Registered to Manufacture Drugs for the U.S. Market, by Country, Fiscal Year 2007 


Source QAO analysis o( FOA data. 


Note; These counts include foreign estebllshments that manufactured human drugs, Wologics, and 
veterinary drugs; FDA was unable to provide the number of registered establishments specificaity 
manufacturing human drugs. 
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FDA Lacks Accurate 
Information to 
Effectively Manage 
the Foreign Drug 
Inspection Program 


FDA does not know how many foreign establishments are subject to 
inspection; including the nximber of establishments that are registered and 
whose products are currently imported into the United States and 
establishments that are not required to register but whose products are 
ultimately used in drugs that are marketed here. Instead of maintaining a 
list of such establishments, FDA relies on information from several 
databases that were not designed for this purpose. 

DRI^, established in 1991, is intended to list the establishments registered 
that manufacture drugs for the U.S. market. However, requirements for the 
registration of foreign establishments were not implemented until 2002.‘^ 
FDA expected that requiring foreign establishments to register would 
provide it with a comprehensive list of such establishments. In fiscal year 
2007, approximately 3,000 foreign establishments were registered with 
FDA that manufactured human drugs, biologies, or veterinary drugs; FDA 
was unable to determine from this database the number of registered 
establishments specifically manufacturing human drugs. 


DRLS provides FDA with some information about establishments subject 
to inspection, but contains inaccuracies and does not provide a complete 
count. FDA officials told us that the count of registered foreign 
establishments in DRLS does not reflect the actual number whose 
products are being imported into the United States for several reasons. 
First, foreign establishments may register with FDA, whether or not they 
actually manufacture drugs for the U.S. market. FDA officials told us that 
this is made more likely by the fact that FDA does not charge foreign 
establishments a fee to register. FDA officials pointed out that some 
foreign establishments register because, in foreign markets, registration 
may erroneously convey an “approval” or endorsement by FDA. Second, 
foreign establishments may not renew their registration information, 
although they are required by FDA to do so annually. Agency officials told 
us that if foreign establishments stop manufacturing drugs for the U.S. 
market or go out of business they may not report the change to FDA, even 
though it is required. FDA officials told us that the agency does not 
routinely verify the information provided by the establishment to ensure 
that it is accurate or confirm that the establishment actually manufactures 


‘^See Pub. L No. 105-115, §§ 417, 501, 111 Stat. 2296, 2379-80. FDA issued implementing 
regulations in 2001, which were effective February 11, 2002. 66 Fed. Beg. 59138 (Nov. 27, 
2001). 
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drugs for the U.S. market.'* FDA does not know how many foreign 
establishmoits are erroneously registered. Third, foreign establishments 
that manufacture APIs are not required to register if their products are not 
directly imported into the United States.'® 

OASIS also provides FDA with some information about establishments 
subject to inspection, but this database contains inaccurate data on the 
count of foreign establishmente manufacturing drugs imported into the 
United Stales. According to OASIS, 6,760 foreign establishments 
manufactured drugs that were imported into the United States in fiscal 
year 2W)7. However, FDA officials told us that errors in data entry result in 
insu^curate counts of establishments whose drugs are imported into the 
United States. FDA officials told us that if information about an 
establishment — such as its name — was entered by customs brokers 
incorrectly, a new manufacturer identification number, and thus a new 
FBI number, could be assigned to an establishment that already has an FEI 
number. For example, a customs broker may enter an establishment’s 
name slightly differently from the way it is displayed in OASIS, such as 
using “Inc.” instead of “Incorporated." which would lead to the creation of 
a second FEI number for the establishment. Therefore, a single 
establishment may be counted more than once in OASIS, which would 
result in an artificially high count of foreign establishments importing 
drugs into the United States. FDA officials acknowledge this problem but 
were unable to provide us with an estimate of the extent of that error. In 
addition, the agency does not have a process for systematically identifying 
and correcting these errors. To mitigate this problem, the officials told db 
that FDA has provided regional training to brokers as a way to improve 
accuracy. FDA officials also told us that the agency is pursuing a new 
government-wide initiative that would address this problem by providing a 
unique identifier for each foreign establishment involved in the import 
supply chain. 

FDA’s data suggest that between 3,000 and 6,760 establishments could be 
subject to FDA inspection. However, FDA officials told us that the two 


'®If the agency learns of an error, it would ask the establishment to submit corrected 
information. 

'®For example, an establishment in China may export an API to Germany. The German 
establishment use the API in its production of a drug that is imported into the United 

States. Although the German establi^ment would be required to notify FDA of ite 
arrangement with the Chinese estsJ>lishment, and the Chinese establishment would be 
subject to inspection by FDA, the Chinese establishment is not required to register. 
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databases — DHLS and OASIS—cannot be electronically integrated or 
interact with one another, so any comparisons are done manually for e^h 
individual establishment. Because comparisons of the data and error 
identification are done manually, the databases are not conducive to 
routine data analysis. FDA officials told us that they have not generated an 
accurate count of the establishments whose drugs are imported into the 
United States. 

Because FDA does not have a list of all foreign establishments subject to 
inspection, in fiscal year 2007 it created a list of such establishments for 
the purpose of applying its risk-based process.^ In preparing this list, FDA 
draws on information from DRLS. It also obtains information from 
previous inspections to help it identify establishments that are subject to 
inspections but are not required to register — such as the manufacturer of 
an API whose product is not directly imported into the United States. For 
fiscal year 2007, this list consisted of 3,249 foreign establishments. 
However, as a result of the inaccuracies in DRLS, FDA recognizes that this 
list does not provide an accurate count of establishments subject to 
inspection. 


^ addition to establishments identified for the purposes of conducting its risk-based 
anaJy^, FDA also identifies establishments subject to inspection that are named in NDAs 
or ANDAs using its Establishment Evaluation System database. This database identifies the 
multiple establishments involved in drug manufacturing, including the establishments 
manufacturing a finished product for import into the United States and the establishments 
manufacturing any APIs for that finished product. 
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FDA conducts relatively few inspections of foreign drug establishments. 
However, because FDA is not certain how many foreign establishments 
are actually subject to inspection, the percentage of foreign establishments 
that have been inspected cannot be calculated with certainty. Most foreign 
establishments are selected for inspection as part of the agency’s review 
process associated with an NDA or AND A. Therefore, the vast majority of 
foreign inspections include a preapproval inspection. In addition, although 
FDA has implemented a risk-based process in selecting foreign 
establishments for GMP surveillance inspections, relatively few such 
inspections are conducted. FDA tries to make efficient use of its resources 
by selecting establishments for these inspections that allow it to 
coordinate travel with preapproval inspections. 


Relatively Few Foreign in each year we examined, FDA inspected a small portion of foreign 

Establishments Are establishments through either pre^proval or GMP surveUlance 

Inspected by FDA Each inspections. However, its lack of a list of foreign establishments subject to 

Y inspection makes it difficult to determine an exact percentage. Based on 

our review of data on inspections, FDA conducted an average of 241 
foreign establishment inspections per year from fiscal year 2002 through 
fiscal yejtf 2007.*' Comparing this average number of inspections with 
FDA’s count of 3,249 foreign establishments it used to plan its fiscal year 
2007 prioritized GMP surveillance inspections suggests that the agency 
inspects about 7 percent of foreign establishments in a given year. At this 
rate it would take FDA more than 13 years to inspect this group of 
establishments once, assuming that no additional establishments are 
subject to inspection. 

FDA’s data indicate that some foreign drug manufacturers have not 
received an inspection, but the exact number of establishments not 
inspected was unclear. Of the list of 3,249 foreign establishments, there 
were 2,133 foreign establishments for which the agency could not identify 
a previous inspection. Agency officials told us that this count included 


FDA Conducts 
Relatively Few 
Foreign 
Establishment 
Inspections and 
Relies on the NDA 
and ANDA Review 
Process as the 
Primary Selection 
Factor 


^'inspection data for fiscal year 2007 may not be complete because FDA provided GAO 
with these data as of September 26, 2007, prior to the end of the fiscal year. Our analj^is 
includes ail foreign and domestic iMpections that were identified in FDA’s data as being 
eidter related to the drug appUcarion approval process or GMP. It does not include a small 
number of other inspections, such as those related to problems identified by consumers or 
health care professionals. 
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registered establishments whose drugs are being imported into the United 
States that have never been inspected but also included other types of 
establishments, such as those whose products were never imported into 
the United States or those who have stopped importing drugs into the 
United States without notifying FDA. FDA was unable to provide us with 
counts of how many establishments fall into each of these subcategories. 
Of the remaining 1,1 16 establishments on FDA’s list, 242 had received at 
least one inspection, but had not received a GMP surveillance inspection 
since fiscal year 2000,“ and the remaining 874 establishments had received 
at least one GMP inspection since fiscal year 2000. Of these 874 
establishments, 326 had last been inspected in fiscal years 2005 or 2006, 
292 were last inspected in fiscal years 2003 or 2004, and the remaining 256 
received their last inspection from fiscal year 2000 through fiscal year 
2002. 

FDA has increased the number of foreign establishments it inspects, most 
of which are concentrated in a small number of countries. From fiscal year 
2002 through fiscal year 2007, the number of foreign establishment 
inspections FDA conducted annually varied from year to year, but 
increased overall from 222 in fiscal year 2002 to 295 in fiscal year 2007. 
During this period, FDA inspected establishments in a total of 51 
countries. More than three quarters of the 1,445 foreign inspections the 
agency conducted during this period were of establishments in ten 
countries, as shown in table 2. The country with the most inspections 
during this period was India, which had 200 inspections. Inspections of 
establishments located in India increased from 11 in fiscal year 2002 to 65 
in fiscal year 2007. 


“According to FDA officials, some of these establishments may have received an 
inspection for another type of product, such as a veterinary drug. 
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Table 2: Number of FDA Inspections of Foreign Establishments Involved in the Manufacture of Drugs for the U.S. Mark t, by 
Country f r the 10 Most Frequently inspected Countries, Fiscal Year 2002 through Fiscal Year 2007 


Number of inspections 

Number f 


Country 

FY2002 

FY2003 

FY2004 

FY2005 

FY2006 

FY2007* 

Total 

establishments" 

India 

11 

19 

38 

33 

34 

65 

200 

410 

Germany 

24 

15 

35 

25 

19 

22 

140 

199 

Italy 

17 

30 

26 

21 

18 

19 

131 

150 

Canada 

29 

12 

17 

23 

23 

19 

123 

288 

United Kingdom 

19 

22 

15 

18 

15 

13 

102 

169 

France 

14 

15 

13 

12 

16 

24 

94 

162 

China 

11 

9 

17 

21 

17 

13 

88 

714 

Japan 

11 

13 

14 

21 

13 

15 

87 

196 

Switzerland 

12 

12 

11 

17 

9 

14 

75 

83 

Ireland 

11 

5 

11 

14 

3 

11 

55 

61 

Ail Other countries 

63 

38 

63 

61 

45 

80 

350 

817 

Total 

222 

190 

260 

266 

212 

295 

1,445 

3,249 


Source- GAO analysis of rOA data. 

'Inspection data for fiscal year 2007 may not be complete because FDA pro\^ded GAO with these 
data as of Septerr^r 26, 2007, prior to the end of the fiscal year. 

This count represents die number of establishments FDA used to plan its fiscal year 2007 prioritized 
surveillance Inspections. 


The Need to Conduct 
Preapproval Inspections 
Associated with NDAs and 
ANDAs Drives FDA’s 
Selection of Foreign 
Establishments 


While enforcing GMP compliance through surveillance inspections is 
FDA’s most comprehensive program for monitoring the quality of 
marketed drugs, FDA’s inspections of most foreign establishments occur 
as part of the agency’s review of an NDA or ANDA. Agency officials said 
that FDA may need to inspect establishments involved in the manufacture 
of the drug referenced in an NDA or ANDA in order to meet specific goals 
for the timely review of these applications. As we reported in 1998 and we 
still found in 2007, most inspections of foreign manufacturers occur only 
when they are Usted in an NDA or ANDA. For fiscal years 2002 through 
2007, 88 percent of FDA’s inspections of foreign establishments were 
conducted as part of the preapproval process. When FDA receives an NDA 
or ANDA, CDER officials review the inspection history of each 
establishment listed on the application. According to FDA officials, if an 
establishment listed on the NDA or ANDA has received a satisfactory GMP 
inspection in the previous 2 years and the agency has no new concerns, 
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FDA will consider this inspection sufficient and will not perform a 
preapproval inspection of this establishment^ 

FDA often includes a GMP inspection when it visits an establishment for a 
preapproval inspection. As presented in figure 2, from fiscal year 2002 
through fiscal year 2007, the m^ority of FDA’s foreign inspections 
combined a preapproval inspection with a GMP inspection. According to 
FDA officials, because foreign establishments are inspected infrequently, it 
is expedient for investigators and laboratory analysts to conduct 
preapproval inspections and GMP inspections during the same visit to a 
foreign establishment. During one establishment visit, FDA investigators 
can conduct inspections related to multiple compliance programs."'* 
Because a GMP surveillance inspection examines the major manufacturing 
systems at an establishment, the results of such an inspection can be 
generalized to all products manufactured at a particular establishment. 
FDA can thus use the results of the combined inspection to make 
decisions in the future if that establishment is listed again in another NDA 
or ANDA. 


^According to FDA officials, the agency typically only inspects establishments 
manufacturing inactive ingredients on a for-cause ba^ FI)A defines inactive ingredients 
as any component of a drug product other than the API, such as materials that improve the 
appearance, stability, and palatability of the product. 

^*Compliance pro^ams outline procedures for conducting different t3?pes of inspections, 
including prei^roval inspections for drugs that are the subject of an NDA or ANDA, drug 
mcuiufacturing inspections, and drug repacker and relabeler inspections. 
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Figure 2: FDA Foreign Establishment inspections by Type of Inspection, Fiscal Y ar 
2002 through Fiscal Year 2007 



Note: Inspection data for fiscal year 2007 may not be complete because FDA provided GAO with 
these data as of September 26. 2007. prior to the end of the fiscal year. 


FDA conducts fewer GMP surveillance inspections of foreign 
establishments than it does of domestic ones. Of the 1,445 foreign 
establishment inspections conducted from fiscal year 2002 through fiscal 
year 2007, 1,177 inspections included a GMP component, of which 998 
were conducted in coiyunction with a preapproval inspection. In contrast, 
FDA conducted 9,694 domestic establishment inspections that included a 
GMP component, of which 7,742 were not conducted in coi\iunctdon with a 
preapproval inspection. Figure 3 shows a comp^son of foreign and 
domestic inspections, by fype of inspection. 
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Figure 3: Number of FDA Foreign and Domestic Establishment Inspect! ns, by Type 
of inspection, Fiscal Year 2002 through Fiscal Year 2007 

Number of inspections 
9,000 


8,000 7,742 



Program 


I [ Foreign 
HSa Domsslio 
Source GAO analyse ol FDA daia 

Note: Inspection data for fiscal year 2007 may not be complete because FDA provided GAO with 
these data as of September 26, 2007, prior to the end of the fiscal year. 

FDA’s funding for its domestic and foreign inspection programs is 
consistent with this approach. From fiscal year 2002 tlin>ugh fiscal year 
2007, FDA dedicated more funding to domestic establishment inspections 
than foreign establishment inspections. The agency dedicated more 
funding to conduct foreign preapproval inspections than foreign GMP 
surveillance inspections, as shown in table 3. 
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Table 3: FDA Funding for Foreign and Domestic Inspections Related to Human Drugs, Fiscal Year 2002 through Fiscal Y ar 
2007 


Activity (dollars in thousands) 

FY2002 

FY2003 

FY2004 

FY2005 

FY2006 

FY2007“ 

For ign 

Preapproval inspections 

$8,274 

$8,515 

$8,406 

$8,604 

$7,544 

$7,558 

Postapproval inspections 

5.256 

5,177 

5,150 

5,224 

5,261 

5,191 

Domestic 

Preapproval inspections 

21,846 

23.008 

23,965 

25,213 

21.775 

23,532 

Postapprovai inspections 

23,102 

28,601 

27,989 

28,270 

27,607 

28,452 


Source GAO analysts of FDA data. 

“Fiscal year 2007 funding is estimaied. 


Relatively few foreign establishments identified through CDER’s risk- 
based site selection process are selected for GMP surveillance inspections. 
In fiscal year 2007, after using this process to rank the 3,249 
establishments by their potential risk level, CDER forwarded to ORA a list 
of 104 foreign establishments that it considered to be a high priority for 
inspection. Of these, CDER requested that ORA complete GMP 
surveillance inspections of 25 establishments and FDA officials estimated 
that about 30 such inspections were actually completed in fiscal year 2007. 
In fiscal year 2008, CDER submitted a list of 110 foreign establishments to 
ORA, with a negotiated target of at least 50 inspections. 

The application of the risk-based site selection process does not ensure 
that the foreign establishments posing the greatest potential risk are 
selected for GMP surveillance inspections. First, FDA officials 
acknowledge that they do not have an accurate list of foreign 
establishments manufacturing drugs for the U.S. market to use in the 
application of the risk-based process. Second, the usefulness of the risk- 
based process is weakened by the incomplete and possibly inaccurate 
information on those foreign establishments that FDA has not inspected 
recently, as weU as those that have never been the subject of a GMP 
surveillance inspection. As a consequence, FDA lacks sufficient data to 
make an accurate assessment of the potential risk of such establishments. 
FDA recognized the effect of such data limitations on the domestic 
application of the risk-based process and undertook a data quality 
improvement initiative in fiscal year 2005, but it has yet to make a 
comparable effort to improve its data on foreign establishments. 


FDA’s Bisk-Based Process 
Is Used to Select Relatively 
Few Foreign 
Establishments for GMP 
Surveillance Inspections 
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To help account for the differences in information available to FDA 
between foreign establishments that have and have not been inspected, 
the agency categorizes establishments into one of three groups for the 
purposes of examining risk scores: (1) those that have received a GMP 
surveillance infection since fiscal year 2000; (2) those that have not 
received a GMP surveillance inspection since fiscal year 2000, but have 
received another type of inspection in that time (for example, a 
preapproval inspection or a veterinary drugs inspection); and (3) those 
that may never have received an inspection.^^ These groups were created 
to account for limitations in the data and are not designed to indicate 
relative risk among groups. FDA officials told us that risk scores can be 
more readily compared within a group, than among groups. In 2007, FDA 
selected 33 establishments from the first group, 31 from the second group, 
and 40 from the third group to create the list of 104 establishments it 
submitted to ORA. 

FDA officials indicated that they do not know if the establishments on the 
prioritized list forwarded to ORA differ significantly from each other in 
risk level. Consequently, they do not necessarily select the hipest ranked 
establishments and therefore consider the locations of other planned 
inspections in making a final determination of foreign establishments from 
the prioritized list for GMP surveillance inspections. According to FDA 
officials, this gives them needed flexibility to make selections that will 
make efficient use of available resources. For example, if ORA is sending 
an investigator and laboratory analyst to a particular region in China for a 
preapproval inspection and an establishment in the same region appears 
on the prioritized bst for GMP surveillance inspections, ORA might add 
this establishment to the inspection itinerary. 


^"This third group may include registered establishments whose dn^s are imported into the 
United St^s. However, some establishments in this group may have received an 
inspection under a different FEI number, be shippers rather than manufacturers, only 
manufacture products other than human drugs, or never have or no longer have their drugs 
imported. FT>A was unable to provide counts of how many establishments fail into each of 
these siibcategoiies. 
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Challenges Unique to 
Foreign Inspections 
Influence the Manner 
in Which FDA 
Conducts Such 
Inspections 


Inspections of fore^ drug establishments pose unique challenges to 
FDA — in both human resources and logistics. For example, unlike 
domestic inspectioi^, FDA does not have a dedicated staff devoted to 
conducting foreign inspections and relies on volunteers. In addition, unlike 
domestic GMP surveillance inspections, foreign establishment GMP 
surveillance inspections are announced in advance and inspections cannot 
be easily extended due to travel itineraries that involve more than one 
establishment Other factors, such as language barriers, can also add 
complexity to the challenge of completing foreign establishment 
inspections. 


According to FDA officials, the agency does not have a dedicated staff to 
conduct foreign inspections. They explained that the same investigators 
and laboratory analysts are responsible for conducting both foreign and 
domestic inspections. These staff members must meet certain criteria in 
tenns of their experience and training to conduct inspections of foreign 
establishments. For example, they are required to take certain training 
courses and have at least 3 years of experience conducting domestic 
inspections before they can be considered to conduct a foreign inspection. 
FDA reported that it currently has approximately 335 employees who are 
qualified to conduct foreign inspections of drug manufacturers. 
Approximately 250 of these employees are investigatois and 85 are 
laboratory analysts. These counts do not represent the number of 
individuals that actually conduct foreign inspections in a given year. Not 
all investigators and laboratory analysts who are qualified to conduct a 
foreign inspection do so in a given year, while others may perform 
multiple inspections during the same period. Using data from FACTS, we 
found that the total number of employees conducting pre-approval and 
GMP surveillance inspections of drug manufacturing establishments, 
either foreign or domestic, decreased from 587 in fiscal year 2002 to 446 in 
fiscal year 2007, as shown in table 4. However, of these, the number of 
employees who conducted foreign inspections of drug manufacturers 
increased from 100 to 141 during that same period. While an investigator 
and analyst team may participate in foreign inspections, FDA officials 
stated that in certain circumstances, such as inspections that do not 
involve the review of laboratory facilities, only an investigator is sent. 
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Tabi 4: Number of FDA Employees Conducting Inspections, Rscal Year 2002 through Fiscal Year 2007 


Locati n f Inspection 

FY2002 

FY2003 

FY2004 

FY2005 

FY2006 

FY2007‘ 

Employees who conducted foreign inspections 

too 

94 

117 

114 

102 

141 

Employees who conducted foreign or domestic inspections 

587 

595 

539 

512 

478 

446 


Source GAOantfyssolFOAdaia. 

^Inspection data f<x fiscal year 2(X)7 may not be complete because FDA provided GAO with these 
data as of ^ptember 26, 2007, prior to the end of tfie fiscal year. 


FDA relies on investigators and laboratory analysts to volunteer to 
conduct foreign inspections. FDA officials told us that it is difficult to 
recruit investigators and laboratory analysts to voluntarily travel to certain 
countries. However, officials noted that the agency provides various 
incentives to recruit employees for foreign inspection assignments. For 
example, employees receive a $300 bonus for each three week trip 
completed. FDA indicated that if the agency could not find an individual to 
volunteer for a foreign inspection trip, it would mandate the travel. 
However, FDA does not typical^ send investigators and laboratory 
analysts to countries for which the U.S. Department of State has issued a 
travel warning nor would it mandate travel to such a country We found 
that 49 foreign establishments registered as manufacturers of drugs for the 
U.S. market were located in 10 countries that had travel warnings posted 
as of October 2007.” However, FDA officials told us that in the past they 
have conducted inspections in countries with travel warnings. They also 
provided us with one example in which an establishment in a country with 
a travel warning hired security through the U.S. Department of State to 
protect the inspection team. 

FDA also faces several logistical challenges in conducting inspections of 
foreign drug manufacturing establishments. FDA guidance states that 
inspections at foreign facilities are to be approached in the same manner 
as domestic inspections. However, the guidance notes that one main 
difference posing a significant challenge to the inspection team abroad is 
the logistics borne by the program itself. For example, FDA is unable to 
conduct unannounced inspections of foreign drug manufacturers, as it 
sometimes does with domestic manufacturers. FDA policy states that the 


^*rravel warnings are issued when the U.S. Department of State recommends that 
Americans avoid travel to a certain country. 

■^These ten countries are Colombia, the Democratic Republic of the Congo, Haiti, 
Indonesia, ferael, Kenya, Nigeria, Pakistan, the Philippines, Mid Saudi Arabia. 
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agency, with few exceptions, initiates inspections of establishments 
without prior notification to the specific establishment or its management 
so that the inspection team can observe the establishment imder 
conditions that represent normal day-to-day activities.^ However, prior 
notification is routinely provided to foreign establishments. FDA 
recognizes that the time and expense associated with foreign travel 
requires them to ensure that the foreign establishment’s managers are 
available and that the production line being inspected is operational 
during the inspection. In addition, FDA does not have explicit authority to 
inspect establishments in foreign countries, and it therefore may have to 
obtain permission from the government and company prior to the 
inspection. FDA officials explained that, in some cases, investigators and 
laboratory an^ysts may need to obtain a visa or letters of invitation to 
enter the country in which the establishment is located. In addition, FDA 
does not have the same flexibility to extend the length of foreign 
inspection trips if problems are encountered as it does with domestic 
inspections because of the need to maintain the inspection schedule, 
which FDA officials told us typically involves inspections of multiple 
establishments in the same country. 

FDA officials also told us that language barrieis can make foreign 
inspections more difficult to conduct than domestic inspections. The 
agency does not generally provide translators in foreign countries, nor 
does it require that foreign establishments provide independent 
interpreters. Instead, they may have to rely on an English-speaking 
representative of the foreign establishment being inspected, who may not 
be a translator by training, rather than rely on an independent translator. 


Concluding 

Observations 


Millions of Americans depend on the safety and effectiveness of the drugs 
they take. More than nine years ago we reported that FDA needed to make 
improvements in its foreign drug inspection program. Yet, our preliminary 
work indicates that fundamental flaws that we identified in the 
management of this program in 1998, continue to persist. FDA still does 
not have a reliable list of foreign establishments that are subject to 
inspection. As more imported drugs enter the United States, it becomes 
increasingly important that foreign establishments receive appropriate 


^®ORA Field Management Directive No. 112A, Prior Notification to FDA Regulated 
Industries of Impending Inspections, August 1996. However, for both domestic and foreign 
preapproval inspections, FDA provides prior notification to the establishment 
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scrutiny. We understand that FDA currently cannot inspect all foreign 
establishments every few years. We also recognize that FDA has taken 
steps to improve its management of the foreign drug inspection program 
by enhancing the lisk-based process it uses to select establishments for 
GMP surveillance inspections. In addition, FDA is pursuing an initiative 
that is intended to improve its identification of foreign drug 
establishments. However, until FDA responds to systemic weaknesses in 
the management of this important program, it cannot provide the needed 
assurance that the drug supply reaching our citizens is appropriately 
scrutinized, and safe. 


Mr. Chairman, this completes my prepared statement, I would be happy to 
respond to any questions you or the other Members of the subcommittee 
may have at this time. 


Contacts and 
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Mr. Stupak. Thank you, Dr. Crosse. And, Mr. Nielsen, for an 
opening statement, please, sir. Pull your mike up there a little clos- 
er and the green light should he on, hopefully. Thank you. 

TESTIMONY OF CARL R. NIELSEN, DIRECTOR (RETIRED), DIVI- 
SION OF IMPORT OPERATIONS, OFFICE OF REGULATORY AF- 
FAIRS, FOOD AND DRUG ADMINISTRATION 

Mr. Nielsen. Mr. Chairman, members of the subcommittee. We 
are to provide information to enable you to better assess the ade- 
quacy of the current FDA foreign inspection program and to help 
you formulate practical, effective solutions for improvement. It is 
unavoidable for us to also discuss FDA’s import operations, since 
obviously foreign-made goods gained entry into the U.S. market 
through FDA’s import procedures. 

FDA manages the importation of drugs using the same entry re- 
viewers, the same organizational structure, and the same informa- 
tion technology infrastructure as those used to oversee the importa- 
tion of foods, medical devices, biologies, and all other regulated 
commodities. I recall an interview with the Journal of Commerce 
not long after that fateful 9/11 day. I was Director of FDA’s ORA 
Division of Import Operations and Policy at the time. During the 
interview I was asked whether there were significant 
vulnerabilities in the current FDA import operation. I say to you 
today what I said then. Do the math. The import system was bro- 
ken then, and it is even more so now. The volume of lines of entry 
have more than tripled since 1999, while resources have remained 
essentially static or have been reduced. 

So, is FDA’s foreign drug inspection program adequate to prevent 
entry of unsafe drug products? Let us do a quick review of some 
relevant information. Maybe some simple arithmetic can help us 
come to a logical conclusion. First, FDA is expected to handle ap- 
proximately 18 million lines of entry for all regulated commodities 
this year. Drugs and biologies comprise approximately 10 percent, 
or 1.8 million lines, foods and cosmetics comprise approximately 60 
percent, and medical devices comprise approximately 30 percent, or 
5.4 million lines of entry. Number two, entries of FDA-regulated 
goods enter through 250 or more U.S. Customs Ports of Entry. Na- 
tionwide, there is approximately 200 field investigators and inspec- 
tors who spend most, but not all, of their time reviewing entries, 
collecting samples, examining cargo, and conducting investigations 
and inspections for all imported commodities. That is less than one 
person per port on average, and 90,000 entries per person on aver- 
age. 

There is an estimated 300,000 plus foreign manufacturers of 
FDA-regulated commodities. FDA conducts 500 to 900 foreign in- 
spections per year for all industries. That is an inspection cycle of 
333 to 600 years on average for all commodities. The foreign-made 
products are received from 200 plus countries, not just a handful 
of concern. FDA inspects an average 200 to 300 foreign inspectors 
of Rx drugs per year. Inspection of foreign manufacturers of OTC 
drugs are virtually non-existent. There is an estimated 3,000 to 
6,800 foreign manufacturers of Rx drugs, on top of which there are 
thousands of OTC manufacturers. The estimated foreign inspection 
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cycle for the Rx industry ranges from 10 to 30 years or more, while 
the cycle for OTC drugs could be 50 years or more, or almost never. 

Conclusion — FDA knows very little about the actual conditions of 
manufacture of most imported drugs, and that should be found to- 
tally unacceptable in a professed risk-based approach. Many poten- 
tial risks are mitigated when good manufacturing practices are 
used, and many potential risks are increased when good manufac- 
turing practices are not used. In order to ensure a safe drug sup- 
ply, FDA needs to verify compliance by the foreign drug industry 
with current good manufacturing practice requirements. FDA 
needs to revamp its entire organizational structure and approach 
to managing products from the international market. There is no 
cheap fix. That is part of the price of a global economy. Agency 
oversight must follow the regulated industry to be effective. 

The current, domestic-oriented organization has had decades to 
get this right. It has not, and I don’t think it can. We are sitting 
here talking about the very same issues from more than a decade 
ago. Unless there is significant investment in the IT systems and 
establishment of a new organization that can implement an effec- 
tive risk-management system for all imported regulated products, 
not just for foods and drugs, then I suspect folks will gather here 
in another 10 years wondering why something wasn’t done this 
time around that could have avoided many injuries and deaths 
from unsafe, imported drug products. 

I appreciate the opportunity to appear before you all, and I will 
do everything I can to avoid coming back in another 10 years on 
the same topic. I look forward to participating in this hearing. 

[The prepared statement of Mr. Nielsen follows:] 
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Statement of 

Carl R. Nielsen 

FDA- retired, former Director of ORA’s Division of Import Operations and Policy 

Before the 

SUBCOMMITTEE ON OVERSIGHT & INVESTIGATIONS 
COMMITTEE ON ENERGY & COMMERCE 
U.S. HOUSE OF REPRESENTATIVES 
November 1, 2007 


A. Introduction: 

Mr. Chairman, members of the Subcommittee on Oversight and Investigations, I thank 
you for this opportunity to discuss the status of FDA’s oversight of the foreign-based 
pharmaceutical manufacturing industry and related drug products. I retired from FDA in 
February 2005 after 32 years of government service, 28 of which I served in the U.S. 
Food and Drug Administration, Office of Regulatory Affairs (ORA). Besides serving as a 
senior special agent with FDA’s ORA/Office of Criminal Investigations, I served in 
capacities as a consumer safety officer carrying out duties as a field investigator, a 
resident-in-charge, a field compliance officer, a first line supervisor of a field unit 
dedicated to import operations, lead compliance officer with the original Team 
Biologies Core Team based in ORA headquarters, and, finally, for nearly six years, I 
served as Director of ORA’s Division of Import Operations and Policy (DIOP). Since 
my retirement I have been self-employed as a regulatory consultant as C. Nielsen 
Consulting and am co-founder ofFDAImports.com. 
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I understand it is the purpose of this Subcommittee’s hearing to evaluate FDA’s ability to 
oversee the foreign drug industry to ensure public health and safety. The short answer - 
the current paradigm is grossly inadequate, is held together by bailing wire, and is 
incapable of determining or verifying the safety and efficacy of most imported drug 
products. Product liability is protecting us more than FDA’s oversight of the international 
supply of pharmaceuticals. Not only are financial and human resources woelully 
inadequate, the current FDA organization is not designed and funded to adequately 
oversee the foreign industry, to effectively manage and administer the related programs, 
and to ensure the delivery of safe and effective imported drug products into the United 
States through secure supply chains. 

B, Importance of Surveillance Drug Manufacturer Inspections 

The traditional first and internationally recognized primary method for the agency to 
ensure drug products are safe and effective after product approval is to conduct current 
good manufacturing practice (cGMP) inspections to ensure the firms are in compliance 
with requirements of the current good manufacturing practice regulations (cGMPRs) and 
conditions promised in the drug applications. Drugs emerging from cGMP compliant 
firms means they were made in adequate facilities using appropriate systems and 
practices are in place to ensure the safety and effectiveness of each batch of finished 
drug. cGMP compliant firms have systems in place to ensure incoming components 
including ingredients meet quality specifications. 
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Prescription (Rx) drug manufacturers are required to identify their sources of ingredients, 
including Active Pharmaceutical Ingredients (API’s), used to make their finished drugs 
are the same ones identified in their drug applications. The applicants must also submit 
information describing product specifications and manufacturing methods for the API’s. 
This is usually done through the Drug Master File (DMF) process in which the API 
manufacturer submits the information to the Agency. Today, most API’s are made by 
foreign manufacturers. 

The finished Rx drug manufacturer must also demonstrate the ingredients they use in the 
manufacturing process consistently produces finished products that meet all relevant 
specifications. Part of establishing a stable manufacturing process is ensuring the 
ingredients going into the process meet specifications and are of adequate purity and 
quality. In other words, the manufacturer of the finished drug essentially performs pilot 
manufacturing using the API from a specific source to make sure the finished drug meets 
final specifications described in the application. Use of API’s from sources other than 
those identified in the approved drug application can result in a finished product that will 
not do what it is supposed to do. 

During counterfeit imported API investigations in the early 1 990s, we found an instance, 
for example, in which a patient died because a finished carbamezapine drug, an anti- 
convulsant, which was made with an imported counterfeit carbamezapine API, did not 
work. Other patients who experienced seizures using the same product became seizure 
free once they used another carbamezapine product. The counterfeit carbamezapine API 
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met identification and potency testing requirements. The investigation determined the 
crystalline structure of the counterfeit altered the compression characteristics of the tablet 
which had an adverse effect on dissolution characteristics. Consequently, the tablet did 
not dissolve and the carbamezapine was not delivered to the target organ to manage the 
seizure disorder. It apparently just passed through the intestinal tract. 

Finished product testing alone is inadequate to ensure a batch of product is safe and 
effective. Finished product testing does have value in determining expiration dating, 
monitoring manufacturing processes, establishing baselines for impurity profiles and 
other analyses useful to identify and verify important product characteristics. But testing 
alone can not put the quality and safety into the product. It is the manufacturing processes 
and application of effective quality assurance programs that determine the quality and 
safety. An adequate correction for a failed product that is detected or confirmed by 
testing is not to just do more testing. Rather, it is to identify the cause of the failure and to 
implement corrective steps in the manufacturing processes to best ensure the same 
failures are not repeated. It is the well designed, stable manufacturing process that 
ensures product safety and effectiveness from one pill to the next, from one vial to the 
next, and one bottle to the next. 

C. FDA Organizational Weaknesses Undermine Effective cGMP Compliance Programs 

It is primarily FDA’s Office of Regulatory Affairs’ (ORA’s) job to ensure the drug 
industry is complying with cGMP requirements by conducting inspections of the physical 
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plant, processes and materials. However, ORA is not directly funded to maintain baseline 
infrastructure to ensure appropriate inspection coverage of regulated industry. Resources 
are negotiated between ORA and the Center for Drug Evaluation and Research (CDER) 
through an annual, on-going, ORA work planning process that determines which and how 
many field activities will be supported for a fiscal year. These activities include domestic 
and foreign inspections and border operations. 

The number of activities the agency plans for the year is based on the number of activities 
that can be accomplished by FTEs (Full-time Equivalents). The number of FTE’s, 
though, do not directly translate to the number of warm bodies performing the activities 
such as inspections and entry review. In my six years as Director of the Division of 
Import Operations and Policy, no one could provide me a roster of personnel assigned to 
import duties fulltime, nor was I able to develop one. In a September 24, 1998, statement 
Mr. William B. Schultz, then FDA’s Deputy Commissioner for Policy, stated before the 
Permanent Subcommittee on Investigations of the Senate’s Committee on Government 
Affairs, “ In 1 992, we received approximately 1.1 million line items of imported foods 
and had 631 supported Full Time Equivalent employees (FTEs) to look at those items. By 
1997, our line items more than doubled to approximately 2.7 million but budget 
limitations caused us to cut our supported FTEs to 565. Of these 565 FTEs, only 314 are 
what we refer to as "operational," with 112 actual investigators and 202 analyzing 
samples in the laboratories. (The others are support staff, including those at 
headquarters.)”. This statement was provided in the context of describing FDA’s 
oversight of imported foods. 
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From Mr. Schultz’s statement one can readily see FTE’s do not directly relate to the 
number of inspectors with feet on the ground. Out of the referenced 565 FTE’s, there 
were 1 12 investigators (inspectors) to conduct entry reviews, collect samples, and 
examine cargo. About 1/5 of the FTE number translated to actual investigators 
(inspectors). FDA’s FTE model means more than half the resources are spent on non- 
descript support staff who do not report time into the tracking systems that keep count of 
FDA’s activities, e.g., entry review, domestic and foreign inspections, investigations, 
sample collections, examinations, laboratory analyses, etc. The math behind this FTE 
resource model is very questionable. The FTE appears to be little more than time 
accounting. However, only the activities of the field inspectors, investigators and 
laboratory analysts are accountable and only they report their time into the systems used 
to create the FTE model. The ORA work planning process and organizational structure 
need a major overhaul. 

D. Disparity in FDA Inspections of Domestic vs. Foreign Drug Manufacturers 

The statute requires FDA to inspect the domestic drug manufacturers every two (2) years. 
Historically, FDA does pretty well meeting this 2 year obligation with its scant resources. 
However, the industry trend for more than a decade has been to move drug 
manufacturing for finished drugs and API’s off-shore. Unfortunately, without the 
external pressure on the agency, the current FDA organization has not re-deployed, and 
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will not re-deploy significant resources away from the domestic industry to the 
international arena commensurate with this industry trend. 

The current FDA organizational structure and administrative processes are entrenched in 
overseeing the domestic industry while largely ignoring the foreign industry. Very few 
foreign surveillance inspections are conducted annually, and most are conducted in a very 
short-time frame of 2-3 days in order to save money and to get the greatest number of 
inspection numbers accomplished on a foreign trip. Regardless of the outcome or scope 
of the foreign inspections, the agency uses the number of completed foreign inspections 
to argue it is providing adequate coverage of the foreign industry using the least amount 
of resources. FDA still uses the number of completed inspections and other activities, the 
work widgets, to measure performance instead of the outcome of the widgets. If FDA 
plans 700 foreign inspections per year, for example, and the 700 foreign inspections are 
completed in that year, then FDA considers the planning a success. If 701 or more 
inspections are conducted then the work obligations and performance goals have been 
exceeded and performance awards may even increase. 

Certainly fiscal constraints to some extent have tied the agency’s hands adding to its 
inability to adequately oversee the foreign industry. But why would management 
continue to spend the same resources on the domestic industry when it is known at least 
the same number, or more, of the manufacturing firms are located overseas? It doesn’t 
make sense. Certainly it is logical to expect greater risks will arise from drug industries in 
countries that do not have the same or similar oversight regulatory capabilities as the 
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United States. Simple infrastructure issues such as potable water, power supply, personal 
hygiene of employees and air quality can be very significant for producing products of 
high quality and safety. Yet, FDA’s focus on domestic manufacturing ~ to the exclusion 
of foreign inspections ~ persists. 

There is an FDA culture of not wanting to know there may be more regulatory problems 
outside the traditional domestic industry because the agency is already strapped with 
domestic regulatory issues. This “know no evil” culture enables FDA to say that no one 
has identified a specific risk, thus, there must be no risk - thus there is no cause for FDA 
action. A real comprehensive risk management approach does not just pick a subset of 
the universe and ignore the rest. Instead, the agency should put more value into knowing 
the compliance status of the entire foreign industry as thoroughly as it pursues the 
compliance of the domestic industry. If the agency knew the compliance status of the 
universe of foreign manufacturers, it would be able to develop appropriate strategies to 
better ensure only safe imported drugs are allowed entry into the United States. The 
agency would be able to direct resources to particular firms or countries or regions to 
facilitate compliance with U.S. requirements or prohibit access to the U.S. market. 

Compliance by the foreign industry with cGMP requirements will reduce the potential 
risks to drug product safety and efficacy. And, a rare 2-3 day foreign inspection by itself 
will not adequately assess compliance with cGMP requirements. FDA’s persistence of 
focusing resources on the inspection of the domestic industry and PDUFA pre-approval 
inspections, creates greater opportunity for the foreign industry to cut comers with cGMP 
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and other requirements without detection by FDA. The lack of credible FDA inspection 
presence in the foreign industry can make unbearable the temptation to reduce costs by 
taking short-cuts in proper cGMP controls because the likelihood of being caught is quite 
remote. It can become a very dangerous race and slippery slope to the lowest competitive 
drug price if there is no robust FDA oversight of manufacturing conditions for both 
domestic and foreign industries. Further, there must be a robust, risk-based border 
operation that integrates all relevant information including cGMP compliance as criteria 
for admissibility. Current FDA border operations will not, can not, readily detect 
shortcomings in manufacturing conditions that could cause the imported products to be 
unsafe. The integration of foreign inspection data with FDA’s import operations 
requires significant resources to develop Information Technologies (IT) platforms 
capable of taking in, managing, evaluating, and delivering relevant information to create 
an effective border operation. 

E. Unfair Competitive Advantages in the Foreign Industry 

The lack of credible FDA inspection presence in foreign industry also creates an unfair 
competitive advantage for the foreign industry. The domestic industry is accustomed to 
experiencing an FDA inspection of 2-3 weeks duration when significant, or questionable 
practices are discovered. This is in stark contrast to the routine 2-3 days FDA spends 
inside a foreign manufacturer, regardless of inspectional findings. Obviously, the scope 
and detail of the 2-3 day foreign inspections are dramatically reduced, as well as FDA’s 
ability to conduct a comprehensive assessment of the manufacturer’s cGMP compliance. 
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One should expect the results of domestic inspections to show a greater rate of 
compliance with FDA requirements by U.S based firms when compared to the foreign 
industry, unless the brief foreign inspections are just too shallow to uncover significant 
cGMP issues. 

Unlike the domestic industry, the foreign industry is given extensive opportunities to 
micromanage and influence FDA inspections. The current foreign inspection process puts 
the manufacturer in almost a totalitarian position to control the inspection from the time 
an investigator lands to the time of departure. Generally, the domestic industry is subject 
to unannounced inspections under FDA’s statutoiy authority. Meanwhile, the foreign 
industry receives several weeks’ advance notice of FDA’s intent to inspect. This 
interlude provides foreign industry an opportunity to prepare and put on the best face for 
the FDA inspector knowing the inspection will likely be of a specific duration and 
knowing the likelihood of a timely re-inspection is remote. The FDA investigator 
generally is at the mercy of the foreign firm for logistic support including land 
transportation, food, translation of records and oral statements, and a work station other 
than a motet room. In essence the FDA foreign inspector or inspection team is on its own 
in a foreign land and is expected to be a self-sufficient traveling station with a laptop and 
portable printer, and maybe a government issued cell phone as a tether to Agency support 
on U.S. shores. 

F- These Weakness are not Isolated to Prescription Drugs 
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Weaknesses in FDA’s current regulatory paradigm to ensure safety of imported goods are 
consistent across all imported regulated goods. This includes oversight of imported 
pharmaceuticals, Rx and OTC alike. FDA’s current import program is the primary means 
of overseeing the products actually arriving from foreign sources. The current import 
paradigm primarily focuses mostly on sampling at the border and the review of 
information contained in an invoice. Except for information in a few Import Alerts, the 
FDA decision to allow the importation of a drug shipment is not based on information 
related to the conditions of manufacture that can effect product safety. Even though there 
are a few data points beyond invoice information that are reviewed during the entry 
review process, information related to the current status of cGMP compliance is not one 
of the criteria for admissibility. ORA entry reviewers have access to the text information 
in multiple ODER and ORA databases, but they still do not know the current condition of 
manufacturing for most drugs. Few commercial shipments are physically examined 
outside of operations at international mail facilities and courier hubs. Shipments of less 
than $2000 value are essentially given a free pass as an informal Customs entry. 

The ORA entry reviewers check technical requirements such as registration and listing 
information that have little to do with product safety, and are certainly not linked to 
evidence of compliance with cGMP’s. Using the stove-piped databases, the reviewers try 
to determine whether the entry of Rx drugs, finished or API, are covered by a current 
drug application. Entry reviewers have to spend significant time just logging in and out of 
the databases in the search of information that may be related to the shipments. And even 
after all that time and effort, the entry reviewers still do not know what the current 


11 



73 


manufacturing conditions are for the vast majority of the entries. It appears FDA 
presumes the foreign Rx drug industry complies with conditions in the approved drug 
applications or DMF’s without a verification process. 

There are similar shortcomings in the foreign inspection program for foods and drugs. 

For example, many of FDA’s regulated foreign food processors, if inspected by FDA at 
the current rate, are on nearly a 200 year inspection cycle. Based on my experience and 
recollection, I estimate the inventory of foreign manufacturers of Rx finished drugs and 
API’s to range from approximately 3,000 to 5,000 firms, maybe up to 6,000 firms or 
more. If FDA were to continue inspecting the foreign Rx industry at the historical rate 
of 200-300 firms per year, the manufacturers of Rx Active Pharmaceutical Ingredients 
(APIs) and finished drugs would be completed on an inspection cycle up to 30 years 
(6,000 firms divided by 200 inspections per year). Such a cycle would mean a 2-3 day 
inspection once every 30 years in the worst case to make sure drugs are made in a manner 
to ensure safety and efficacy. The best case scenario may be approximately a 10 year 
inspection cycle (3,000 divided by 300). 

The inspection rate of foreign OTC manufacturers may range into several decades, 
maybe a 50 year cycle or more. As I recall, the number of foreign firms related to OTC 
drugs could be several thousand, maybe tens of thousands or more, above the Rx 
industry. Oversight of OTC drugs (finished drugs and API’s) at the border is even less 
rigorous than that for Rx drugs. They simply are not on the radar as they are not funded 
in the ORA work plan. There is no requirement for the OTC industry to submit an 
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application that describes manufacturing processes including the source of Active 
Pharmaceutical Ingredients (API’s) and other ingredients. The OTC finished drugs must 
meet monographs and labeling requirements. The monographs are basically product 
formulation requirements coupled with labeled uses allowed by the agency. OTC drug 
manufacturers are also required to comply with the same current good manufacturing 
regulations (cGMP’s) as the Rx industry. And, failure to implement good manufacturing 
practices can result in unsafe and ineffective drug products. But in foreign OTC 
manufacturing, cGMPs are virtually never assessed. 

It was reported in October 2006, that an outbreak of DEG (diethylene glycol) poisoning 
occurred in Panama, resulting in multiple cases of illnesses and death. The tainted 
product was an OTC drug. It is my understanding the DEO (diethylene glycol) found in 
toothpaste made in China discovered in Panama and the United States in May 2007 was 
not a result of product tampering of the finished product, but a result of deficient cGMP 
practices that failed to verify the identification and specifications of the incoming raw 
materials. The DEG was not related to the API, but was related to the quality of the 
excipient or inactive ingredient of the toothpaste. Good manufacturing practices could 
have prevented the incident, and robust oversight could have verified good manufacturing 
practices were implemented. 

The OTC industry market may even have greater impact on public health and safety than 
the Rx industry since the exposure is so great. Most people self-medicate minor ailments 
using OTC products. It’s the first cost-effective treatment plan for the consumer, if used 
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properly. However, there’s even less known about the conditions of manufacture of the 
imported OTC products. Historically, inspection of the OTC industry has been a very low 
FDA priority compared to the Rx industry. While at FDA, I do not recall any discussions 
about conducting inspections of foreign OTC firms in any FDA work plan process. I 
seriously doubt any surveillance inspections have been done in recent years, if ever, 
unless it was connected to an Rx manufacturer or follow-up activity related to an injury 
or illness. 

Consequently, the FDA oversight of OTC products from foreign sources are largely 
relegated to the current border operations, and that should not make anyone feel better. 
The absence of reliable information about current manufacturing conditions of most 
foreign manufacturers results in a lot “unknowns”. This includes the release by FDA of 
foreign made OTC products of unknown quality and safety. There is no process to 
routinely identify the conditions of manufacture or compliance with requirements of the 
monograph before allowing entry into the U.S. market. Compliance with cGMPs by the 
foreign manufacturer and a risk-based border operation, similar to the one proposed in the 
FDA 2003 Import Strategic Plan, could have prevented incidents like the discovery of 
DEG in imported toothpaste. 

G. Foreign Made Drugs - a Close Cousin to other Foreign Made Goods 

There are an estimated 300,000 + foreign manufacturers of all FDA regulated products 
dispersed among 200+ foreign countries. Products enter through approximately 300 U.S. 
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Customs ports of entry. For years FDA has allocated less than 200 inspectors (on average 
of less than 1 per port) to conduct entry reviews, collect samples and conduct physical 
examinations and investigations of all imported products including foods and drugs. FDA 
typically inspects 500-900 foreign firms per year, the vast majority of which are drug or 
device approval driven (and funded). There are approximately 18 million lines of entry 
for all FDA regulated products, of which approximately 10% are drug related. About 
60% of the entries are food and cosmetic related. Approximately 25-30% of the lines of 
entry are radiation emitting and medical devices. 

Do the math. The current FDA organization, IT systems and regulatory paradigm have 
not, and can not effectively manage the foreign industries or mitigate the related risks. 
More money alone may not be enough. 
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Mr. Stupak. Thank you, Mr. Nielsen. Mr. Hubbard, please, for 
your opening. 

TESTIMONY OF WILLIAM HUBBARD, SENIOR ADVISOR, 
COALITION FOR A STRONGER FDA 

Mr. Hubbard. Thank you, Mr. Chairman. I have a written state- 
ment, which is remarkably similar to yours, so I won’t repeat what 
you said, but I will say it is frustrating to be back here over and 
over again, as Mr. Nielsen said. I remember being here in 1986 
with these issues, in the 1990s, and your hearings in 2004, and 
now we are back again. And it does seem to be a continuing con- 
cern. It doesn’t get fixed. 

But bottom line, though, is how can we live with a process in 
which you have this pervasive regulatory system over U.S. -pro- 
duced drugs, with inspections and rigorous adherence to quality 
controls, but yet the majority of our drugs are coming from foreign 
countries and often developing countries, which rarely get in- 
spected. I think that is an indefensible contradiction, and clearly 
the examples you have all given are real. Drug ingredients coming 
from countries like China and India that have weak process con- 
trols. Counterfeiting of drugs is endemic around the world. In some 
countries, you are more likely to get a counterfeit than a real drug. 
And, of course, Americans are going to the Internet and buying 
drugs that they think are coming from Canada, and in fact they 
are coming from some of the darkest corners of the world. 

So I must say this does need to be addressed. I worked at FDA 
almost 30 years, with 14 acting and permanent commissioners, and 
all of them were forced to play this public health version of the 
kids’ game, whack-a-mole, in which they were forced to shift re- 
sources to wherever the squeakiest wheel was of the day and try 
to fix that. That was all it was, and nothing ever seemed to get 
fixed. And so you see now, inadequate food inspections, you know, 
inspections of clinical trials, inspections of human tissues, and of 
course the drug inspections for foreign firms lags the worst in 
many ways. 

So the safety of drug imports just keeps coming back over and 
again every few years, but we just don’t seem to fix it. So I hope 
this time the committee will make a tenable effort to make this a 
point of concern and move to fix it. This committee has done tre- 
mendous things for the FDA over the years, and I hope that this 
is one that you will stay with and tackle. Thank you very much. 

[The prepared statement of Mr. Hubbard follows:] 
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INTRODUCTION 

Mr. Chairman and members of the Committee, I am William K. Hubbard. Before my 
retirement after 33 years of Federal service, I served for many years with the U.S. Food 
and Drug Administration, and for my last 14 years was an FDA Associate Commissioner 
responsible for, among other things, FDA’s regulations and policy development. 
Although I remain retired since my departure from FDA in 2005, 1 serve as an advisor to 
The Coalition for a Stronger FDA, a consortium of patient, public interest, and industry 
organizations whose mission is to urge that FDA’s appropriations be increased. The 
Coalition and its constituent members are greatly concerned that FDA’s resource 
limitations have hampered the agency’s ability to ensure the safety of our food and drug 
supply. Today’s hearing is a timely example of one of those concerns — the massive 
increase in pharmaceuticals being imported into the United States at a time in which 
FDA’s capacity to oversee those foreign producers is in serious doubt. Accordingly, I 
wish to thank the Committee for inviting me to testify on that subject today. 


BACKGROUND 


As you know. Congress created the current regulatory structure for assuring the safety of 
human drugs in 1938, through its enactment of the Food, Drug and Cosmetic Act. That 
statute recognized that drugs could be a key component of our health care system, but 
that drugs were also powerful chemicals with the capability to produce great harm if not 
carefully regulated. Thus Congress determined it necessary to create a relatively 
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pervasive regulatory system which requires that drugs be carefully tested before being 
approved for marketing, and produced under exacting quality control standards. 
Subsequent FDA regulations have provided specific requirements for drug manufacturers 
to meet in carrying out Congress’s direction. So, today, drugs are cautiously tested, first 
in animals, then in humans, and approved by FDA only if their medical benefits outweigh 
any risks they pose. Once approved for marketing, a drug must be manufactured under 
specific controls mandated by FDA — known as Good Manufacturing Practices. These 
include requirements that active ingredients of the drug be of a prescribed purity, strength 
and quality; that the drug be made in well controlled, sanitary conditions; that its labeling 
and packaging be equally well controlled; and that laboratory tests of the drug be 
performed routinely using well established scientific methods and properly calibrated 
equipment to confirm that the drug is always produced in the form approved by the FDA. 

A RECORD OF REMARKABLE SUCCESS 


The result of this regime established by Congress and implemented by the FDA has been 
unsurpassed, and perhaps unequaled, in my opinion, by any American industry. FDA 
now approves new drugs as fast or faster than any other country in the world (thanks to 
the user fee program enacted by this Committee). The high standards for drug safety and 
efficacy that you and the FDA have demanded have led to a cascade of new discoveries 
across the decades that have placed the U.S. pharmaceutical industry far above foreign 
competitors in quantity and quality of new therapeutics. Indeed, countries around the 
world look to the FDA as the “gold standard” for determining if a new drug should be 
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approved and for establishing safe manufacturing controls for marketed drugs. Today, 
physicians, pharmacists, and their patients have a very, very high confidence that the 
drugs they prescribe, dispense, and use are well understood, well made, and will perform 
as expected. 

THE GLOBAL SITUATION 


The portrait of pharmaceuticals elsewhere around the world is not so positive. Drugs 
developed and produced in other countries do not always have the same record of 
therapeutic success as American pharmaceuticals. But perhaps more importantly, unlike 
the relatively closed U.S. drug market, in most countries these products are subject to 
normal arbitrage, which means that drugs move about much as do electronics, apparel, 
auto parts and thousands of other goods. This has meant that drugs are often purchased 
from suppliers who have little or no oversight by regulatory bodies; that key elements of 
safe drag production are ignored — such as quality testing, expiration dating, and labeling 
controls; and that producers of substandard and counterfeit drags have a relatively easy 
access to the marketplace. 

Specific examples of dangers in the international drag market abound. Let me list just a 
few: 

• The recent substitution of ethylene glycol (antifreeze) for pharmaceutical 
grade glycerin in an elixir that was linked to 46 deaths in Panama, as well 
as to other deaths in Nigeria, India, South Africa, and Argentina. Those 
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cases were ominously reminiscent of a similar contamination 1996 that 
was associated with the deaths of 85 children in Haiti. In both cases, the 
sources of the substitution were reported to be Chinese drug 
manufacturers, as was the diethylene glycol contamination of toothpaste 
that was found recently in many countries, including the United States.' 

• About 20% of drugs in the European Union are now purchased through 
their system of “parallel trade,” meaning they can come from virtually 
anywhere; and in just the past 2 years, seizures alone of fake drugs in the 
EU went from 500,000 tablets to almost 3 million. 

• A recent “sting” operation by the The Sunday Times of London set up a 
phony drug wholesaler, who was able to buy large quantities of counterfeit 
drugs from a Chinese manufacturer, who was reported to make 
pharmaceutical ingredients for legal sale by day and fake drugs for illicit 
sale by night. The Times reported that counterfeiters are increasingly 
turning from fake handbags and currency to drugs, because the drugs are 
so easy to make and sell on world markets. 

• The World Health Organization has reported that in some areas of the 
world, particularly parts of Africa and Asia, more than one-half of the 
pharmaceutical supply is counterfeit. Indeed, drug counterfeiting is 
considered to be endemic around the world, with the United States thus far 
one of the few exceptions. China is alleged to be a principle world supplier 
of such products. 

’ Ironically, and sadly, it was diethylene glycol substitution for glycerin in an elixir that killed over 100 
Americans in 1937 and led Congress to enact the Food, Drug and Cosmetic Act, and thus create the drug 
safety system that the United States relies upon today.. 
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• Within China itself, the annual number of deaths from counterfeit and 
substandard drugs is reported to be between 200,000 and 300,000. 

I could go on with numerous other examples, many of which would include a 
frequent reference to China. But I do not intend to suggest that “Made in China” 
should become a synonym for danger. That country’s enormous economic 
development in recent years has made it the source around the world of increasing 
percentages of many nation’s consumer goods. Here in the United States, it is 
estimated that 40% of all consumer products we purchase originate in China. 
Most are assuredly safe and an attractive bargain for Americans seeking to stretch 
their income as far as possible. 

But drugs are not socks or running shoes. They are special, and Congress 
recognized their unique importance to health — and their potential risk — ^when it 
gave FDA the authority so many years ago to create a comprehensive regulatory 
system over pharmaceuticals, I believe FDA did its part, and did it well — by 
bringing to bear the best scientific knowledge of drug development and 
production to create rules and procedures for assuring that our drugs are safely 
manufactured. However, I believe that we may now be at a turning point at which 
our future actions will determine whether we will go the way of other countries or 
stay on the path that has served us so well. 


IN WHAT DIRECTION ARE WE HEADED? 
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As the Committee has documented in hearings this year with respect to imports 
regulated by FDA, the United States has seen a massive change in sourcing of 
many foods and drugs in recent years. Today, perhaps two-thirds of our 
pharmaceuticals have foreign components, either as so-called “finished dosage 
form” — the pill we get from the pharmacy; or Active Pharmaceutical Ingredient 
— the active ingredient that is shipped to the United States for production of the 
final pill form. And that ratio is predicted to climb to 80% or more by the end of 
this decade. Yet in the face of this flood of drugs and drug ingredients from 
overseas, what are we doing to assure that they are as safe as drugs produced in 
this country? The facts are fairly dismal: 

• FDA’s inspection rate for imported drugs (and drugs ingredients) when 
they arrive at a U.S. port is around 1%, which means that the vast majority 
of imported drugs do not receive an FDA inspection upon entry into this 
country. 

• The chances of an imported drug being sampled and tested at entry to this 
country is even lower; in fact, of the millions of drug shipments arriving 
from foreign countries last year, only 340 samples were taken for 
laboratory testing. 

• Although there are approximately 3000 foreign drug manufacturers 
registered with the FDA, only 341 were inspected last year. And even that 
number is misleading, as most of those inspections were so-called 
“preapproval inspections” for drugs about to be approved by FDA for 
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marketing. The number of good manufacturing compliance inspections 
was perhaps two dozen or so. 

• The Food, Drug and Cosmetic Act dictates that each drug manufacturer be 
inspected at least every two years, but the current rate of foreign 
inspections is infrequent at best. Please stop and think about that - we are 
buying ever larger percentages of our drug ingredients from producers in 
developing countries who receive virtually no FDA inspection, despite a 
statutory requirement that they be inspected regularly. 

• The two biggest foreign suppliers of drug ingredients are China and India, 
both developing countries with weak regulatory systems over drug 
manufacturers; that have a track record of being the source for dangerous 
and substandard drugs; and in whose facilities FDA inspectors have at 
times found horrendous conditions. 

• The information technology systems used by FDA to track registrations of 
foreign drug manufacturers and actual imports from those manufacturers 
are not linked and are so poorly coordinated that FDA inspectors often 
cannot tell if a firm actually importing a drug is even registered at all. 

So, then, the question we must ask is where will we go as a nation, with respect to the 
safety of our pharmaceuticals. Will we accept the fact that drugs produced in many 
different countries, often in developing nations without a tradition of high standards, will 
be the main source for our health care and merely hope for the best? Or will we take the 
steps necessary to assure that these products are as safe as our scientists can make them? 
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THE GOOD NEWS 


Unlike the circumstances with imported foods, for which the regulatory paradigm is 
clearly antiquated and dysfunctional, our drug regulatory system is not crying out for 
overhaul, for the following reasons: 

1) Congress has provided FDA with a strong statutory construct for regulating the 
manufacturing of pharmaceuticals; 

2) FDA has implemented that statute with effective, science-based regulations 
governing drug production; 

3) Scientists within the Federal government, the pharmaceutical industry and 
academe have worked closely over the years to develop techniques for drug 
manufacturing and testing that have passed the test of time — that is, as a nation we are 
good at this and the rest of the world looks to us for leadership. 

4) U.S. drug manufacturers accept the need for high standards in drug development 
and manufacturing and generally adopt those standards faithfully, including taking care to 
secure their chain of supply of drug ingredients. 

5) Drugs made in the United States under FDA’s rigorous quality control standards 
have an extraordinarily good safety record, as measured by the paucity of manufacturing 
defects and deaths and illnesses related to manufacturing deficiencies. 


WHAT MUST BE FIXED 
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But there is one critical piece of the drug regulatory system that is broken, and must be 
corrected if we are to maintain our good safety record in drug production. That is the 
enforcement of the rules that govern drug production. It does no good to have rules if 
they are not obeyed, no good to set high standards if they are not used, and no good to 
develop advanced scientific skills if they are not employed. That countries such as China 
have a record of serious problems in drug manufacturing is indisputable. And the 
disparity in drug inspections - in which FDA inspects U.S. facilities regularly and those 
in China and India almost never — is indefensible. 

Some would say that we should not be buying products such as drugs from developing 
nations, but that flies in the face of the reality of global free trade. Others would rely 
upon agreements negotiated with foreign countries, under which those nations would 
assure the safety of drugs exported to the United States. I believe that a developing 
country is incapable of effectively implementing such an agreement, and that such a 
course of action is a prescription for frustration. In the end, I believe we must rely upon 
what we know has worked in the past to protect our drug supply - the FDA. 

I believe FDA’s scientists and regulatory officials are nothing short of terrific. They are 
well trained, intensely dedicated to the public health, and a true bargain for the American 
taxpayer. But they have been handed a task — an expectation — that they realistically 
cannot fulfill with their current resources. Simply put, they must be given two crucial 
things: 
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Sufficient staff to do the work. FDA must have the people to examine and sample 
more imported drags at the border, to dispatch inspectors to the facilities in other 
countries making these drugs, and to develop modem risk assessment techniques for 
gauging where and when to look for drug safety problems; and 

Funds for information technology . The agency’s IT systems are woefully 
outdated, yet could make the oversight of imported drugs far more effective with a 
relatively small investment in funding. The IT systems should be configured in a way 
that allows the agency to use a myriad of risk factors, including potential impact on the 
public health, to direct its inspectional and import efforts. The import data system, for 
example, is so old and communicates so poorly with other FDA information systems that 
it is difficult for FDA officials to use risk as a predominant driver of their compliance 
efforts. Many of the data needs are obvious - such as what drugs are coming into the 
country from what manufacturers destined for what U.S. locations - but the agency has 
been so starved for IT resources that it cannot do even some simple things with its current 
systems. 

OTHER PRODUCTS 


While I recognize that your focus for today’s hearing is on prescription drugs, I would 
like to also briefly note that products other than foods and drugs are at risk from FDA’s 
inability to adequately oversee imports. An ever increasing percentage of our over-the- 
counter drugs are being imported, often in final form without additional manufacturing in 
the United States. About two-thirds of our animal drugs are being made in China and 
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other developing countries, and FDA was able to conduct only 14 inspections of foreign 
animal drug facilities last year. And many Americans would likely be surprised to hear 
that a very large percentage - perhaps most - dietary supplements are produced in China 
as well (and a grand total of two of the foreign manufacturers of supplements received an 
FDA inspection last year). 

I thank the Committee for holding this hearing today. Unfortunately, I was present for a 
similar hearing in this very room in 1986, and another in 2000. The concerns haven’t 
changed all that much; but they’re certainly more compelling than ever. I sincerely hope 
that this time your focus on this problem will result in some concrete action to help FDA 
protect our drug supply. 


Thank you again for inviting me to give my views on this subject. 
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Mr. Stupak. Thank you, Mr. Hubbard. Mr. England, please, your 
opening statement. 

TESTIMONY OF BEN ENGLAND, SPECIAL COUNSEL, JONES, 

WALKER, WAECHTER, POITEVENT, CARRERE, & DENEGRE, 

LLP 

Mr. England. Mr. Chairman and members of the committee, I 
am Benjamin England. I am an attorney in the Washington, DC, 
offices of the law firm of Jones, Walker, 17-year veteran of the U.S. 
Food and Drug Administration. My bio is more fully explained in 
my written statement, which I would ask to be made part of the 
record. 

Relevant to today’s topic, I will only note that during my career 
Carl Nielsen and I participated in a series of imported counterfeit 
bulk drug investigations with Customs Enforcement in Newark, 
New Jersey, prior to the creation of FDA’s office of criminal inves- 
tigations. Some of those cases became of the topic of that hearing 
in June of 2000 before this committee. I am now an attorney in pri- 
vate practice. I represent domestic and foreign companies before 
and against various Federal agencies related to the manufacture, 
distribution, importation, and exportation of FDA and USDA-regu- 
lated commodities. I spent much of time assisting foreign compa- 
nies and importers in complying with the myriad of Federal and 
State regulatory requirements prior to the process of importation 
to the United States. I do represent myself as a former FDA official 
interested in the matters before the committee. 

At the outset, I will say I am very pleased that the committee 
has taken this issue up again and to focus specifically on the FDA’s 
foreign drug inspection program, but as the Chair will know, this 
is not a new discussion. It has obviously been mentioned a number 
of times about the number of hearings that have been had on this 
particular issue. And I would also note that during the prior hear- 
ings we also discussed these imported counterfeit bulk drug cases. 
That New York Times article that published yesterday reported 
this rampant counterfeit active pharmaceutical ingredient, or API, 
industry in China, manufacturing not so fine chemicals and pass- 
ing them off in Europe, South America, and Canada, and even the 
United States as legitimate product for drug manufacturing. These 
chemicals are manufactured in an uncontrolled and unregulated 
environment, as reportedly admitted by the industry participants 
and the Chinese government. True to the pattern, though, that Mr. 
Nielsen and I discovered in the early 1990s, these counterfeit and 
unapproved APIs make their way to the U.S. through third coun- 
tries just as the Chinese manufacturer of the counterfeit genta- 
mycin sulfate sent its bulk drugs to the United States through Eu- 
rope. The stories of the Haitian children that were killed by DEG- 
tainted over-the-counter cough syrup, and now the more recent 
Panamanian incident, is all being reported as news. I daresay it is 
not news to the committee. It is not news to me, and it is not news 
to the FDA. 

FDA’s drug import program, its foreign drug inspection program, 
and its information technology systems, which are tasked with 
managing both and trying to integrate data, are broken. They were 
broken 8 years ago, and they remain broken today. FDA’s current 
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import program is simply not capable of adequately assessing risks 
that may be associated with imported drugs, particularly given the 
ever-increasing volume, variety, and complexity of those drugs. One 
of the effects of free trade is the migration of manufacturing and 
processing to lower-cost markets. For FDA, that meant the answers 
to FDA’s safety and quality questions about drugs, the real ques- 
tions, which relate to how that drug is designed and how it is man- 
ufactured, and the environment in which it is made, cannot be 
found by border examinations in this country. You can’t use a fin- 
ished-product testing regime in order to assess that risk. Only 
boots-on-the-ground inspectors inside facilities can identify that. 

Given the numbers of foreign manufacturers, processors, grow- 
ers, storage facilities, exporters that send products to the United 
States, it is a foregone conclusion that FDA will never cross those 
firms’ thresholds in any meaningful number or in any significant 
frequency. The question is, how can FDA get there more often to 
conduct these critical GMP inspections? And secondly, how can 
FDA obtain sufficient verifiable information about what is hap- 
pening inside the manufacturing plant in China or in India or in 
Malaysia when FDA can’t get there? 

This foreign inspection problem and the import risks, the import 
program are conjoined problems. To be clear, one of the most im- 
portant challenges I think FDA faces is lack of any efficient, real- 
time, risk-based, intelligent operational data screening system and 
its persistent siloing of agency data systems. Without correcting 
that problem, FDA could not even use the data that might emerge 
from more and more frequent foreign inspections. OASIS is only 
screening against preset data. It is not monitoring products that 
are imported. It is not evaluating those shipments for compliance 
with FDA requirements or for safety. 

I think we all agree FDA needs a significant influx of resources. 
I don’t want to discuss many numbers. I will simply note that the 
weakness of FDA’s foreign drug inspection program is not really 
limited just to this 3,000 to 6,800 number. First, if you include the 
over-the-counter products, which is where we actually have had 
these reports of the safety risks, that number would be far, far 
greater. Then if we include foods and devices and biologies, the 
numbers skyrocket, and what we are left with to manage that risk 
is the import program, and the numbers that are involved in that 
program are even worse. Relying on that program leaves us with 
a more entrenched finished-product regime. It is critical that FDA 
get into more foreign firms that conduct good manufacturing prac- 
tice inspections. Without more inspections, you can’t even identify 
the risk baseline for drug imports, so you can’t figure out where the 
baseline, as it dynamically shifts, where FDA should be focusing its 
resources in both the foreign inspection program and the import 
program. Both of these need to be repaired. The agency cannot use 
really any of the data it receives if it cannot integrate it and assess 
it, and that IT problem, if not fixed, will have us back here in 5 
years with the same problem, except much more exaggerated. 

Shortly after September 11, 2001, FDA’s leadership council es- 
tablished an import strategic plan steering committee. By spring of 
2003, that import strategic plan was virtually complete. FDA devel- 
oped the ISP from contributions of more than 100 agency experts 
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and all product centers, field and headquarters components, labora- 
tories, international program staff, general counsel’s office, and the 
Office of Policy, Planning, and Legislation. I believe those ISP prin- 
ciples and many of those proposed solutions are critical to estab- 
lishing a functional FDA program to integrate these foreign import 
and domestic operations, and then you have something to fund. 
Then you can target your resources, and you can identify and tar- 
get new authorities. I also refer you to my proposals at the end of 
my written statement and look forward to a vigorous discussion on 
the important topic. Thank you. 

[The prepared statement of Mr. England follows:] 
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Statement of 

BENJAMIN L. ENGLAND, J.D. 

Jones Walker Waechter Poitevent Carrere & Denegre, LLP 

Before the 

SUBCOMMITTEE ON OVERSIGHT & INVESTIGATIONS 
COMMITTEE ON ENERGY & COMMERCE 
U.S. HOUSE OF REPRESENTATIVES 
November 1 , 2007 


1. INTRODUCTION 

Mr. Chaimian and Members of the Committee, I am Benjamin L. England, an attorney in 
the Washington, D.C. offices of the law finn of Jones Walker. 1 am a 17-year veteran of the U.S. 
Food and Drag Administration (FDA), during which time 1 held the positions of Regulatory 
Microbiologist in FDA’s Baltimore Microbiology Laboratory, Consumer Safety Officer and 
Compliance Officer in FDA’s Baltimore District Office, Special Agent with FDA’s Office of 
Criminal Investigations in the Miami Field Office, Compliance Officer in FDA’s Miami 
Resident Post, and Regulatory Counsel to FDA’s Associate Commissioner for Regulatory 
Affairs (or ACRA) in Headquarters, 1 resigned my most recent FDA position as Regulatory 
Counsel to the ACRA in July 2003 ~ a position I held in FDA for over three years as a Title 42 
appointee. During my last three years at FDA, I was a key point person for Customs and Border 
Protection, I chaired the FDA’s Counterfeit Drug Working Group, instituted the Joint Agency- 
Industry Working Group to combat product counterfeiting and tampering, which laid the ground 
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work for the preparation of FDA’s initial Counterfeit Drug Task Force report, and co-chaired 
FDA’s Import Strategic Plan Steering Committee. 

I am now an attorney in private practice representing domestic and foreign companies 
before and against various federal agencies related to the manufacture, distribution, importation 
and exportation of FDA and USDA regulated commodities, I spend much of my time assisting 
foreign companies and importers in complying with the myriad of federal and state regulatory 
requirements prior to the process of importation into the U.S, 

Along with my colleague, Mr, Carl Nielsen, who is also before you today testifying on 
his own behalf, I established the Agency’s first series of Import Enforcement Training Courses, 
and with a few dedicated FDA and Customs officials, trained nearly every FDA import 
inspector, investigator, import program manager, and compliance officer in the effective use of 
Customs enforcement tools against products imported in the U.S, in violation of FDA 
requirements. 

At the outset, 1 am pleased the Committee has taken up the issue of safety risks 
associated with imported products - and to focus today specifically upon FDA’s foreign drug 
inspection program. But as the Chair will know, this is not a new discussion. Eight years ago 
FDA came before this Committee to answer questions about the very same topic based upon the 
Committee’s thorough investigations into a series of imported counterfeit bulk drug cases 
initiated by FDA in the very early 1990s. The FDA’s foreign drug inspection program, its 
import programs, and its information technology (IT) systems, which are overburdened with the 
responsibility of managing data about both, were broken then and, quite frankly, they remain 
broken today. 


2 
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2. THE IMPORTED DREG SAFETY CHALLENGES FACING FDA 

It is important to provide some framework for this discussion. In an attempt to avoid 
duplicating the efforts of multiple witnesses 1 will keep my remarks to this end brief 
Nevertheless, they are critical to understanding the balance of my testimony today. We must 
bear in mind that although we are discussing a very important concern - FDA’s inability to 
inspect a sufficient number of foreign drug establishments for current good manufacturing 
practices (cGMP) compliance to ensure the safety of imported drugs - this topic still represents 
only one component of the entire import risk matrix confronting the agency. 

FDA designed its current import program in the 1970s based upon a century old statutory 
regime. When section 801 of the Food Drug & Cosmetic Act (FDCA) was enacted very few 
FDA-regulated products were imported into the U.S. Prior to NAFTA and this country’s 
participation with other international trade agreements, the majority of FDA-regulated imports 
consisted of ingredients and components intended for further domestic manufacturing. The most 
common inbound shipment consisted of break bulk (or noncontainerized) cargo arriving at 
seaports. The primary strategy at that time was to examine and test some products at the border 
but to primarily rely on FDA’s domestic inspections to evaluate the quality of imported 
ingredients and components. 

According to FDA data, from 1991 to 2000 FDA-regulated imports increased by 272% 
and in 2001 alone there were more than 7 million imported commercial lines of entry.' In 2002, 


' A commercial line of entry is the equivalent of a line on a commercial invoice covering the sale 

of a product from a foreign exporter to a U.S. importer, owner, or consignee. A line may consist of a 
single laser DVD reader from Taiwan, regulated by FDA as an electronic product, or it may consist of 10 
X 40 foot refrigerated containers of cantaloupes from Mexico. With regard to drugs, a line may be a 
shipment of 10 cases of retail ready over-the-counter (OTC) tablets of acetaminophen or a container of 
several metric tons of relatively pure bulk active pharmaceutical ingredients. A single invoice may have 
one or dozens of lines. FDA counts its import transactions by commercial line of entry. Each FDA- 
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approximately 7.8 million lines of FDA-regulated commercial shipments were imported. From 
1997 to 2002, the number of imports of every kind of FDA-regulated product at least doubled. 
This year, in 2007, FDA anticipates as many as 18 million commercial lines of entry under its 
jurisdiction will be imported - representing a second doubling in the sheer number of entry 
transactions since 2002. FDA’s resources directed at assessing the safety of imported products 
has remained static throughout the entire time period.^ 

Based upon my experience at FDA, which is further informed by recent statements from 
FDA in the press and in testimony before various congressional committees, roughly 60% of the 
total number of commercial lines of entry are food imports; 25% consist of imported medical 
devices; and 10% consist of imported drugs and biologies. Using these proportions, FDA is 
responsible for ensuring the quality, safety and efficacy of nearly 2 million imported drug 
shipments per year. These shipments range from small international courier packages containing 
several bottles of prescription pharmaceuticals to forty-foot container-loads of metric tons of 
bulk APIs for further manufacturing and processing.^ 

Since 1993. finished-product manufacturing in many FDA-regulated industries, including 
pharmaceuticals, has shifted to foreign markets. Now the answers FDA previously obtained 


regulated line is subject to FDA jurisdiction based upon the legal definitions of the various products in the 
FDCA. 

^ More regretfully, even though roughly half of all FDA-regulated products consumed in the U.S. 
are either manufactured in whole or in part in a foreign country, as 1 recall by the summer of 2003 
approximately only 7 out of every 100 dollars spent by FDA regulating products under the Agency’s 
jurisdiction was focused on FDA’s import or foreign programs. 

’ This estimate does not include drug shipments received through the international mail system at 
the twelve international mail facilities around the country. Those small mail shipments are excluded 
because they are generally of a lower value and do not reach the threshold of a formal entry. The 
international mail sy-stem remains an un-automated, paper-based system and packages coming through it 
are not routed through FDA’s electronic import screening system. They are off-line and virtually 
unevaliiated for risk, unless a wary, experienced Customs official targets a package for further FDA 
review. However, even in those situations, FDA can review only a very small fraction of the packages 
targeted by Customs. 
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about the quality and safety of ingredients through its domestic inspection program lay thousands 
of miles beyond U.S. borders - and far beyond traditional FDA oversight. Yet FDA has 
continued to rely primarily on border examinations, label reviews, and a finished-product testing 
to identify problems with the vast majority of imported products under its jurisdiction. 

In drug manufacturing, a product’s ingredients are highly critical to ensuring finished 
product quality, safety, and efficacy, A remarkable amount of active pharmaceutical ingredients 
(APIs) are manufactured in foreign countries as are inactive (excipient) ingredients. FDA’s 
foreign inspection regime may cover API manufacturing intended for application and 
prescription drug finishing, but for over-the-counter (OTC) products, the agency is virtually 
absent in the foreign market and at the border. 

2. TEN YEARS’ BACK 

A. Defining the Universe 

One particularly disconcerting issue that came to light during the hearings before this 
Committee in 2000 was FDA's inability to clearly identify the number for foreign manufacturing 
facilities exporting drugs to the U.S. For instance, FDA stated that it is “hindered by not having 
a complete list of foreign facilities manufacturing drug products for the U.S, market,” which 
“indicatejd] a need to improve the Agency’s information databases on foreign firms exporting 
drug products to the U.S.”‘‘ This lack of a quantifiable foreign drug manufacturing universe 
completely undermines FDA’s ability to assess the risks associated with products emerging from 
that universe. Further, it disables this Committee’s capacity to conduct oversight. 


' See Statement of Dennis Baker, Associate Commissioner for Regulatory Affairs, FDA, Before 
the Subcomm. on Oversight & Investigations, Comm, on Commerce, U.S, Hoiuse of Representatives, 
httn:,''\vwvv.fda.g()\/ola'2000/importeddrims.hlml (June 8, 2000). 
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In 2000, FDA's list of “uninspected” foreign API manufacturers exporting to the U.S. 
ranged from 242 to 4,600, depending upon the criteria used to populate the list.'"’ The reasons for 
such disparity include the FDA’s multiple, “siloed", antiquated and non-integrated IT systems; 
the lack of a meaningful gatekeeper for the Agency’s drug establishment registration process; the 
Agency's insistence to mitigate the usefulness of FDA’s historical import entry (OASIS*’) 
transactional data, and a redefining of the very term in question; “uninspected foreign firms.” 
Ordinarily, FDA answers this question with respect to “foreign drug firms that should be 
inspected by FDA.” Following that framing, FDA typically characterizes the question as solely 
relating to foreign firms manufacturing prescription or application^ finished drugs or APIs. This 
recharacterization alone results in a substantial downward departure of the magnitude in the 
number of foreign firms of regulatory significance.* 


’ See Statement of Jane F,. Henney. M.D., FDA Commissioner, Before the Subcomm. on Oversight 
& Investigations, Comm. on Commerce, U.S. House of Representatives, 
http://tvww.fda.aov/oia/2000/counterfeitclriigs.lilml (Oct. 3, 2000). 

*’ “OASIS” is an acronym that stands for FDA’s “Operational and Administrative System for 
Import Support.” See FDA’s discussion of OASIS at 

hltn://www.fd,'i,gov/oi'a/imnoi'i/oasis/lioine nage.lUiTil . 

’ Application drags include those that are subject to an FDA New Drag Application (NDA), 
Abbreviated NDA (ANDA), New Animal Drug Application (NADA), or Abbreviated NADA (ANADA). 
It also may apply to Investigational New Drugs (INDs) depending upon whether the agency is seeking to 
promote an expansive view (e.g., the scope of its jurisdiction under the law) or minimalist view (e.g., its 
insspectional duties under the law). In many cases, the same API may be used for manufacture of an 
application or non-application drug (e.g.. an OTC drag product) or in the human or animal drug market. 

“ Note that on the same date as Dr. Henney’s October 2000 testimony (see n.7) FDA created, 
populated, and issued an Import Alert affecting the smaller number (242) of these foreign API firms. In 
FDA's own opinion the Agency could not determine from a review of their own internal data systems that 
these 242 firms had ever been inspected. See Detention Without Physical Examination of APIs that 
Appear to be Misbranded Under 502(f)( 1 ) Because They Do Not Meet the Requirements for the Labeling 
Exemptions in 21 C.F.R. 201.122, at ht lp://www.fda.i>ov/ora/'riais/ura iinnort ia6666.html (issued Oct. 3, 
2000, last updated Aug. 25, 2006). The body of that import alert contains a clear example of the agency’s 
recharacterization to reduce the size of the uninspected foreign Finn universe. The alert states, "OASIS 
records indicate that a large volume of bulk chemicals which can be used as APIs in human medicines 
that require NBAs, ANDAs, or IND.s are being offered for entry into the U.S,” See id. FDA then exempts 
from the guidance in the alert those APIs intended to for pharmacy compounding (whether of a 
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Today, it is apparent that all of these factors persist at FDA and the agency is still 
struggling to identify the scope of the universe of foreign drug firms under its jurisdiction - 
whether we speak in ternis of all foreign firms exporting drugs for human or animal consumption 
or merely foreign firms that FDA believes “should be” inspected. Lacking the ability to identify 
the larger, total universe of foreign drug firms exporting drugs to the U.S., the attempt to reduce 
that total to a more manageable “high risk” universe for targeting inspections has little 
foundation in reality. Consequently, FDA's current range of foreign drug finns exporting drugs 
to the U.S. that should he inspected by FDA is from 3,000 to 6,700.^ 

B. Identifying and Assessing FDA’s Tools for Managing Imported Drug Risks 
In 1998, the Government Accounting Office (GAO)'*" reported that FDA relied on “15 
separate [data] systems to identify foreign pharmaceutical manufacturers, plan foreign inspection 
travel, track inspection results, and monitor enforcement actions.” FOOD AND DRUG 
ADMINISTRATION: Improvements Needed in the Foreign Drug Inspection Program, GAO 
Report to the Chairman. Subcommittee on Oversight and Investigations, Committee on 
Commerce, House of Representatives, at lutD:,Vwww.aao.»!ov7archive/i 998/he9802 1 .ndf (Mar. 


prescription or OTC finished drug) or for manufacturing into an OTC drug product. Ironically, a manual 
count of the number of firms on FDA Import Alert 66-66 reveals that today there are currently 243 firms 
subject to the alert’s regulatory guidance. 

These numbers are derived from two separate FDA data systems and thus the disparity. The 
lower number is reportedly from FDA’s Drug Registration and Listing System (DRLS). The higher 
number is a downward departure from data stored in ORADDS, the OASIS data warehouse. Therefore, 
the lower number is taken from the process whereby foreign manufacturers report data to FDA in order to 
meet tw'o of the most basic minimum requirements to export drags to the U.S.: drag registration and drag 
listing; and the higher number is taken from the process whereby Customs brokers report to Customs and 
to FDA through OASIS the identity of foreign manufacturers actually exporting drugs to the U.S. This 
discrepancy alone is troubling. It is unclear over what time frame the two numbers were derived and 
whether they correlate. Further, it undercuts FDA’s traditional argument that OASIS data is unreliable 
simply because it represents self reporting through the importation process. DRLS also represents self 
reporting to FDA, and in the import declaration environment, there is another agency. Customs and 
Border Protection, that strictly governs and enforces proper data reporting. 

Since renamed the “Governmental Accountability Office”. 
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1998). This is, in large part, a continuing problem at FDA. These multiple “siloed” IT systems 
were created for disparate reasons, and therefore, they house and track data in formats that render 
them of limited value to import inspectors, compliance officers, and the Agency’s foreign trip 
planners and foreign inspection schedulers. It is clear that they still produce widely varying 
results when used to identify the universe of foreign drug firms of regulatory significance. The 
lack of integration in FDA’s IT systems to a great extent is a result of a lack of integration within 
the agency itself Consequently, FDA’s IT systems are built around its organizational stove 
pipes, resulting in systems that are not designed to talk to each other and are not formatted to 
dispense data upon inquiry to support programs in other branches of the agency. 

The GAO also reported in 1998 that “FDA conducts infrequent routine inspections of 
foreign [drug] manufacturers to ensure that they continue to comply with U.S. quality standards, 
although routine [cGMP] surveillance inspections constitute FDA’s most comprehensive 
program for monitoring the quality of marketed pharmaceutical products.” While the number of 
foreign firms exporting drugs to the U.S. increased during the 1990s, the agency’s foreign 
inspections and resources for import operations (and, incidentally, its IT budget) remained 
disproportionately static or dwindled. The FDA’s inspection cycle for drug fimis in India and 
China, by way of example, was reported in the 1998 GAO report to run between 4 and 5 years, in 
contrast to the domestic industry, which was (and is) inspected nearly every other year. 

Today, using the smallest FDA inventory estimate of 3,000 foreign drug establishments 
that should be inspected [e.g., prescription and application drugs and API manufacturers), 
maintaining a 5-year surveillance, cGMP inspection cycle would require FDA to conduct 600 
such inspections annually, i find no one who reasonably argues this number of foreign 
inspections is attainable at FDA’s current resource level or as long as the agency spends the vast 
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percentage of its resources on domestic industry compliance. Achieving a more appropriate 2-3 
year inspection cycle among this same population would require FDA to conduct approximately 
1,250 (on average) foreign surveillance, cGMP inspections per year. In addition, for the Agency 
to be capable of assessing the compliance status of foreign firms between inspections would 
require a complete reinvention of the agency’s import program and IT systems. 

Fundamentally speaking, the import and IT reinvention process to better manage risks 
associated with imported drugs cannot be limited to the resources available to conduct foreign 
inspections. Otherwise, FDA will continue to cast its foreign inspection risk 
assessment/mitigation net just wide enough to capture the nan’owest and highest therapeutic or 
manufacturing process risks, such as prescription drugs or sterile manufacturing processes. 
Instead, the questions should be: “Which foreign facilities should be inspected? And which 
import shipments should be intercepted based upon all available risk data?” Answering either 
question using only 3,000 to 6,700 prescription or application foreign drug manufacturers as 
your universe presumes OTC drug shipments are low risk - but that is purely a presumption. 
Where this presumption persists the diminishing percentage of inspected foreign firms vs. those 
that should be inspected results in a substantially smaller and arbitrarily defined failure to 
manage imported risk." Consequently, legislating or funding into this presumption excludes 


" The GAO observed the same problem when discussing this issue with FDA in the !990s. In the 
1 998 report, the GAO states. 

In developing its new four-tiered [foreign] surveillance inspection strategy, however, 

FDA did not include all foreign pharmaceutical manufacturers that it should consider for 
a routine surveillance inspection. According to FDA data, about 3.200 foreign 
manufacturers have submitted information to FDA listing pharmaceutical products that 
they intend to export to the United States. However, FDA prioritized for routine 
surveillance inspections only the 1,100 foreign pharmaceutical manufacturers that it had 
previously inspected. Consequently, FDA's .scheduling strategy does not account for 
almost two-thirds of the foreign manufacturers that may be exporting phamiaceuticals to 
the United States. 
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risks that are likely quite substantial. Further, it perpetuates the problem the Committee has been 
trying to resolve for at least the last ten years.’^ 

When FDA is virtually absent in the foreign market assessing compliance with cGMPs, 
the Agency is left with attempting to assess risks associated with foreign sourced drugs and dnig 
ingredients using its import operations. The import program, however, focuses primarily on 
FDA approved application, facility registration, and drug listing database submissions, label 
reviews, and finished product testing. These approaches are woefully inadequate to assess the 
cGMP compliance and therefore the quality and safety of imported drugs. Although testing can 
tell FDA something about the quality and even the safety of an imported product, finished 
product testing at the border (or anywhere along the supply chain) is not a statistically valid 
method for predicting the safety of later or earlier untested shipments - even other shipments 
from the same processor. 

Where product (and patient) safety is so dependent upon an ongoing and rigorous 
manufacturing quality system, finished product testing is not even a valid way to determine 
product safety within the same shipment. Compliance with FDA’s drug cGMP program is the 
only (current) framework within which the agency can justify relying upon the results obtained 
from finished product test. Finished product testing is confirmatory only. Without an 
assessment and understanding about the conditions of manufacture within the facility, the 


GAO Report at 26 (emphasis added). Ironically, ten years later FDA is doing the same in its reporting to 
GAO and this Committee, except now the number of facilities that should be inspected has itself risen to 
3,000 to 6,700 establishments. Of course, FDA has since abandoned its four-tiered targeting strategy for 
foreign firms because it never got around to inspecting tiers ill and IV and so there was no purpose in 
distinguishing among them. Today we leara that FDA has 600 foreign drug fmns identified in its systems 
that are making and exporting “unknown” drugs. 

Take, for example, the numerous press accounts and FDA notices regarding the presence of 
diethylene glycol (DEG) contamination (or substitution) in glycerine-based drug ingredients or finished 
products - all of which were discovered in OTC drugs or non-active drug ingredients (excipients). 
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finished product test results are anecdotal at best. Such an approach cannot predict, measure, 
assess, or assure drug safety. 

Any question about this premise is laid to rest with a simple hypothetical observation: If, 
during a facility inspection, FDA were to find a drug company’s cGMP program rested upon 
establishment registration, drug listing, labeling compliance, and finished-product testing the 
Agency would shut the facility down, seek a mass seizure, force a (voluntary) recall, pursue civil 
disgorgement and probably criminally prosecute its operators. Yet, to the greatest extent, that is 
the near equivalent of FDA’s current imported drug evaluation program. Lacking a robust 
foreign drug inspection program, which takes into consideration all elements of prescription and 
non-prescription foreign drug manufacturing in its scheduling and preparation, promotes a “catch 
me if you can” foreign drug compliance culture. 

3. FOA’s Recent Public Discussions Regarding Imported Product Risks 

Before I discuss proposed solutions to the drug importation problems, 1 would like to 
note a few additional examples where FDA is attempting to redefine what it is currently doing as 
“risk management.” For instance, 1 have previously noted in similar settings that FDA has 
implied its import electronic screening system (OASIS) is assisting in assuring the safety and 
compliance of imported products - but it is not. OASIS is a static, hard rules based system. It 
only looks for things it is specifically instructed to look for among data elements derived 
primarily from an invoice, shipping manifest or bill of lading. Such documents simply do not 
contain information about the manner in which a product was manufactured or the ingredients or 
components used to prepare the product. 

The most common OASIS preset screening combinations are shipper or manufacturer 
identity plus FDA product code or country or region plus FDA product code. These data 
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combinations are used to implement FDA’s import alert system. However, even when an import 
alert “hits” in the system, a human entry reviewer must still physically read through dozens of 
pages and scour through perhaps hundreds of written data elements to see if OASIS is correct 
before automatically detaining a shipment based upon the alert. OASIS is not integrated with 
other FDA legacy systems; therefore, import inspectors, import entry reviewers and import 
compliance officers must enter and exit dozens of data bases in any given hour to determine 
whether data submitted through OASIS is accurate and truly applicable to an imported shipment. 
The waste in full time equivalents is probably incalculable and FDA’s current resource 
management systems do not capture this waste. Although OASIS assists in work flow 
management and tracks import transactions, it performs no affirmative compliance or safety 
assessment. Furthennore, the import alert system is only risk based to the extent that it "hits” for 
further review shipments that correspond to data already determined by a prior import 
examination. Each Import Alert is populated by evidence of situations that have already been 
discovered. Therefore, the system does not assist FDA in targeting future inspections. 

Recently, FDA admitted these facts during a hearing before the Subcommittee on 
Agriculture Appropriations in the House Committee on Appropriations. '■* Yet, FDA persists in 
claiming that the agency “currently screens electronically-submitted information on all incoming 
shipments, and then uses a risk-based approach which targets [FDA’s] inspectional resources at 


'■ Although Import Alert data, based upon prior FDA foreign inspections, is integrated into OASIS, 
that screening is not based upon prospective risk management but is a reactive implementation of already 
discovered problems. It is good the Agency has integrated Import Alert screening into OASIS, but it is 
not the kind of risk assessment that helps FDA determine what to inspect next. 

During this hearing Dr. Steven M. Solomon, FDA's Deputy Director of the Office of Regional 
Operations in the Office of Regulatory Affairs, acknowledged that my characterization was 
ftindamentally correct. Sept. 25, 2007. 
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products having the greatest potential for causing harm to public health.”'^ This latter assertion 
implies that FDA has developed a risk-based approach for assessing and targeting incoming 
imported products for the greatest potential for causing public hann and then applies that risk- 
based approach to the electronically (OASIS) submitted data. The two assertions cannot coexist. 
OASIS lacks the capacity to evaluate any imported data, irrespective of product, country of 
origin, manufacturer, or FDA requirement. Therefore, the only screening that can be occurring 
in OASIS is based upon the invoice data submitted into the system and preset rules, as defined 
by prior examinations (import alerts), drug registration and listing, and invoice data, which have 
no relation to compliance of the foreign dnig manufacturer on most important drug quality, 
safety, and efficacy level - cQMP compliance. 

This mischaracterization of the capabilities of FDA’s IT systems carries over to its 
implementation of the “Bioterrorism Act”'** requirement to for food importers to provide prior 
notice of imported food shipments and the Agency's explanation of what the International Trade 
Data System was designed or is capable of doing. FDA states, for example, “[o]ne of the most 
important provisions [of the Bioterrorism Act] is the requirement that FDA be provided prior 
notice of food (including animal feed) that is imported . . . into the U.S. This advance 
information enables FDA, working closely with [Customs and Border Protection], to more 
effectively target food that may be intentionally contaminated with a biological or chemical 
agent or which may pose a significant health risk to the American public.”'^ FDA fails to 

See Statement of Steven M. Solomon, D.V.M., M.P.H., Deputy Director of the Office of Regional 
Operations, Office of Regulatory Affairs, before the Comm, on Ways and Means, Subcomm. on Trade, at 
Iitln://tvwvv.l'da.aov/ola.-'2007'importsatetvl00407.liiml (Oct. 4, 2007). 

“ See Public Health Security and Bioterrorism Act Preparedness and Response Act of 2002 
(Bioterrorism Act), Sec. 307, P.L. 107-188, June 12, 2002. 

’’ Solomon, vi/pra n. 12. 
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address the fact that the prior notice submission amounts to little more than the invoice data that 
already appears in the electronic entry submitted to OASIS plus some arrival and facility 
registration information. The food facility registration program, however, suffers from the same 
weaknesses as the drug registration program - it is entirely disconnected from manufacturing and 
processing data and there is no registration gatekeeper on the portal. Any of us could register 
ourselves as foreign drug, device, food, or cosmetic manufacturing facilities - or all four - and 
obtain the registration numbers. 

As stated previously, these challenges to identifying, assessing and mitigating or 
interdicting risks associated wdth imported products did not arise recently. Yet contrary to all 
logic a post-NAFTA FDA has continued to pursue a doomed pre-NAFTA paradigm. It is even 
more troubling that FDA has failed to implement literally hundreds of proposed solutions to 
specific import and foreign inspection problems which would have enabled FDA to begin to 
progressively focus its limited resources where the risks are indeed greatest. Those proposals 
were made internally through the Import Strategic Plan (ISP) over four years ago. In the 
meantime, FDA regulated imports again increased from approximately 10 million to 18 million 
commercial lines of entry. 

Given these circumstances, increasing funding to support FDA’s current import and 
foreign drug inspection programs, without requiring a significant change in its approach would, 
in my opinion, produce far additional waste, result in even more shipping delays for compliant 
and safe import shipments, and provide little basis for consumer (or congressional) confidence in 
the safety of imported drugs. Attempting to build on existing efforts and operations is 
predestined to fail because it would be based upon too many false presumptions. A drastic 
internal change is needed. 
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4. The Bioterrorism Act 

On June 12, 2002, President George W. Bush signed the Bioterrorism Act into law and 
dramatically enhanced FDA’s import authority for imported /oor/s. Most notably, section 302(a) 
of the Bioterrorism Act amended Section 801 of the FDCA directing FDA to give “high priority 
to increasing the number of [import] inspections ... for the purpose of enabling [the agency] to 
inspect food offered for import at ports of entry into the United States, with the greatest priority 
given to inspections to detect the intentional adulteration of [imported] food.” Furthennore, 
section 302(b) directs FDA to “improve its information management systems that contain 
information related to foods imported or offered for import into the United States for purposes of 
improving the ability of [FDA] to allocate resources, detect the intentional adulteration of food, 
and facilitate the importation of food that is in compliance with [the FDCA].” 21 U.S.C. § 
381(h)(2). 

This second legislative mandate essentially establishes the framework within which the 
balance of the new food safety and security authorities were to be implemented. More 
significantly, this subsection provided a blueprint for the agency to redesign its import policies, 
programs, and operations through the ISP process. FDA has persisted in ignoring these 
mandates for imported foods. Perhaps by Congress’ reiteration of this principle for imported 
drugs, devices, and cosmetics, the agency would understand how the provision relates to 
international risk management; by incorporating a comprehensive risk-based foreign inspection 
regime for all drug facilities and quantifying the risk-mitigation value of other regulatory 
programs already being pursued by the agency and industry. In my opinion, 21 U.S.C. § 
381(h)(2) should be extended to all FDA-regulated imported commodities, including imported 
drugs. With such language, the industry would be empowered to present to FDA ways that 
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foreign sourced dnigs can be demonstrated as safe and effective and of appropriate quality, 
enabling FDA to focus its foreign inspection and import oversight resources where the risks are 
greatest. 

5. The Import Strategic Plan 

A. Missed Opportunities for Change 

One of the most important messages today is that FDA’s foreign drug inspection program 
is only one means for FDA to assess and mitigate risks related to imported drugs. Foreign 
sourced drugs, whether finished or ingredients, active or inactive, must also pass through the 
bottleneck of FDA's and Customs’ import assessment. Although it is true that FDA’s import 
program is woefully inadequate today, only addressing imported drug risks in terms of increased 
foreign inspections leaves open risks that may arise in between foreign inspections - even if 
conducted o every 2-3 years, or in the product supply chain (e.g., product counterfeiting, 
commingling, or tampering). Further, as FDA will never cross enough foreign thresholds to 
enable the Agency to apply inspection data on all imported drug shipments - more than 
additional resources for foreign inspections is needed. 

Shortly after September 11, 2001, FDA’s Leadership Council established an import 
Strategic Plan Steering Committee. By spring 2003 the Import Strategic Plan was virtually 
complete, FDA developed the ISP from the contributions of more than one hundred Agency 
experts in all product Centers, field and headquarters components, laboratories, international 
programs staff, the General Counsel’s Office and the Office of Policy, Planning and Legislation. 

The ISP’s principles were simple but far reaching; Push the current FDA import 
evaluation process from the extremely limited border transaction to a life-cycle process, which: 

• Intentionally gleans information from all points along an article’s supply chain; 
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• Assesses that information based upon FDA requirements and risk of harm; 

• Delivers the assessment to border inspectors, compliance officers, and electronic 
screening systems for reliable targeting decisions; and 

• Results in the facilitation of safe products and enforcement against products that are 
unsafe. 

Under the ISP, three subcommittees were created to assess import safety risks and 
propose agency solutions along the component parts of the international supply chain, including: 
foreign operations, border operations and domestic operations. Two cross cutting subcommittees 
were tasked with tying these supply chain components together: Information Technology and 
Applied Science and Technology. Each committee was to find information FDA could use to 
assess risk and develop solutions for mitigating risk earlier in the supply chain rather than later. 
Meanwhile, the IT and Science subcommittees identified solutions implementing the proposals 
and reducing time frames where risk targeting indicated a need to inspect and test incoming 
goods. At the request of the Leadership Council, the ISP subcommittees and steering committee 
value-ranked the proposed action items for enhancing import safety and estimated their costs as 
of Spring 2003. 

The significance of the ISP and its proposed action items rests in what it represents: an 
internal agency demand for a dramatic shift in thinking about the identification, assessment and 
mitigation of risks in the international supply chain. Many of the ISP proposals are indeed 
costly. However, many could have been implemented nearly immediately and would have 
begun the process of increasing FDA's import efficiency and effectiveness using existing 
resources. It is this shift in thinking that FDA’s middle and upper management has resisted. But 
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1 believe that all involved in the ISP process recognized the import problems - even in 2003 — 
are complex and cannot be solved with FDA’s traditional regulatory approaches and philosophy. 

B. Some Proposed Changes Going Forward 

First, any action by this Subcommittee should include a significant resource investment 
targeted directly for reengineering FDA’s stove-piped IT systems. IT improvements 
recommended in the ISP are a contingency for executing any serious risk-targeting strategies for 
foreign inspections and import interdiction of unsafe drugs. 

Second, 1 recommend the establishment within FDA of an organization reporting to the 
Commissioner with the mission of focusing on enhancing the safety of imported products - ail 
products. We believe fixing FDA's import and foreign inspection problem requires it be broken 
free from the domestic programs, which produce much of the bureaucratic inertia against change 
in this area. A new organization would enable proper staffing, allocation of human resources at 
ports of entry, management and implementation of ISP-based strategies. It should be responsible 
for all import and international focused work-planning activities; conducting facility inspections 
of foreign processors and importers; overseeing and conducting border operations; conducting 
foreign government and industry assessments and training; and support trade negotiations in a 
manner to enhance safety of imported products. To accomplish this, the new organization should 
be directly funded, rather than receiving its funding through the product Centers. A basic 
persistent infrastructure to manage risks associated with all imported commodities must be 
maintained regardless of year-to-year changes that may appropriately occur in program 
directions. 
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Third, section 302(b) of the Bioterrorism Act, which enables FDA to implement risk- 
based strategies for managing food iinports, should be expanded to cover all other FDA- 
regulated products including drugs. 

Fourth, FDA should publish and begin implementing the ISP in accordance with the 
plan’s guiding principles, goals, and themes. 

Fifth, FDA should begin developing programs for obtaining information from third 
parties about the cGMP compliance status and supply chain security programs of foreign drug 
facilities that are not inspected by FDA. This additional risk data may come in the form of third 
party inspection and certification companies, accompanied by a robust auditing process on both 
sides of the border, foreign inspectorates, or other U.S. Government Agency inspections and 
infonnation. Obtaining and assessing all available risk data would enable FDA to (a) better 
target its foreign inspections; (b) interdict and examine high-risk imported drug shipments 
(related to product safety); (c) follow up in the domestic market those shipments that proceeded 
through the border with inadequate inspections; and facilitate imported drug shipments that are 
likely to have been manufactured in accordance with FDA’s cGMP requirements. This would 
pennit the agency to focus its most earnest import inspection and examination efforts on 
shipments representing known and unknown risks. 

Sixth, FDA requires additional resources to conduct more foreign inspections and import 
examinations and to develop and publish meaningful Agency guidance relating to identifying 
and managing risks in the full life cycle of imported products. 

Seventh, FDA should rely on Customs and Border Protection and the Department of 
Homeland Security (DUS) to manage security risks a.ssociated with FDA regulated imports. 
DHS’ security programs should be expanded to incorporate product security risks (such as 
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product counterfeiting and tampering) rather than focusing solely upon the security of in-transit 
cargo or inbound containers. 

* * * 

1 thank the Subcommittee Chair and Members for the opportunity to discuss these 
important issues and we look forward to answering any questions. 
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Mr. Stupak. Thank you, Mr. England. That concludes the open- 
ing statements of our witnesses. We will begin with questioning. 
We will go for five-minute rounds on questioning. Dr. Crosse, on 
page 13 of your testimony, you note, and I quote, “The FDA’s data 
indicate that some foreign drug manufacturers have not received 
an inspection, but the exact number of establishments not in- 
spected was unclear.” In fact, you note that there are more than 
2,000 foreign establishments for which the agency could not iden- 
tify previous inspections. Where are these firms? Who are these 
firms? What are they shipping? What risks do they pose, and what 
does it mean that there is no record they have ever been inspected? 

Ms. Crosse. Well, as to who are these firms, where are they, and 
what are they shipping, we don’t know, and I am not certain that 
FDA knows. 

Mr. Stupak. Have you asked for the information? 

Ms. Crosse. We are still continuing our work for the committee 
to try to understand in greater depth the nature of some of these 
problems and what kind of enforcement actions FDA has been tak- 
ing. The data about the number of establishments that may never 
have been inspected are coming from one of the many data systems 
that they have. This is from their risk-based model, where they 
had between 3,200 and 3,300 establishments that they assessed, to 
prioritize those for their routine surveillance inspections. Those 
records, as part of the risk assessment, examine whether or not 
there has been a recent GMP inspection at a facility. Over 2,000 
of those establishments had no inspection indicated in that system. 

Mr. Stupak. Did they have a pre-approval inspection? 

Ms. Crosse. Not clear from these data, but because some of the 
establishments included in this risk-based prioritization system are 
those that have registered and may never have imported a product 
into the United States — so their risk model is not necessarily built 
on the base of firms that are sending product here. 

Mr. Stupak. Well, we all talked about that in a lot of the discus- 
sion about prescription drugs or active pharmaceutical ingredients, 
but that also includes, does it not, over-the-counter drugs that you 
don’t need a prescription for? You just go in the drug store and buy 
it? Like the toothpaste with the DEG that was found? 

Ms. Crosse. Yes. In their 

Mr. Stupak. FDA has responsibility to inspect those facilities 
where they are manufactured? 

Ms. Crosse. That is correct. FDA is responsible for inspecting all 
of those facilities. In their risk-based model, they consider over-the- 
counter manufacturers to be of lower risk than those producing cer- 
tain types of prescription drugs. 

Mr. Stupak. Well, let me just ask this panel or anyone who cares 
to answer it, there has been a movement, and I know it has noth- 
ing related to this hearing directly, but indirectly it does, there has 
been a movement to put a third class of drug. You have prescrip- 
tion drugs, you have your over-the-counter drugs, now there is this 
movement to make the BTC or behind-the-counter drugs. If we do 
that, a third class, is that just opening up to more drugs with less 
inspections, or more drugs with, we have no idea what they are? 

Ms. Crosse. No, sir, I don’t believe that is the case. My under- 
standing of the third class of drugs is that some current drugs that 
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are marketed, either over-the-counter or primarily those that are 
prescription drugs, would simply move to a hehind-the-counter sta- 
tus, where you would have to have some interaction with the phar- 
macist in order to obtain the drug. Not that it would add a whole 
new category of drugs that don’t currently exist into the market- 
place, would just regulate some of them differently. 

Mr. Stupak. ok, thanks. Mr. England, I was really intrigued 
with your import strategy plan when 2003 recommendations were 
made to the FDA on what should he done, and this was, I think, 
Mr. Nielsen, were you involved in that also, the import strategic 
plan? 

Mr. Nielsen. Yes, I was. 

Mr. Stupak. That was right after 9/11. That was what you were 
referring to? How do we — What ever happened to that? Either one, 
Mr. England or Mr. Nielsen, or Mr. Hubbard, if you know, if you 
were a part of — were you a part of that group, too, the ISP? 

Mr. Hubbard. Yes, I was. 

Mr. Stupak. What ever happened to it? 2003 was recommenda- 
tions made to finalize their plan. What happened to it? 

Mr. Hubbard. Well, the commissioner at the time was faced 
with, as I said, he was faced with tremendous priorities elsewhere 
and felt that to do that plan, while it was a reasonable plan, there 
was simply no funding for it, and he didn’t believe that a request 
for funding would be welcome at that point. 

Mr. Stupak. Would be welcome by the administration or by the 
Congress? 

Mr. Hubbard. Well, whomever. The FDA had so many other pri- 
orities at the time that he basically said, look, I think you guys are 
on the right track here, but I would have no way to fund this, and 
we can’t do it without funding. But I do understand the agency has 
been trying to do pieces of it 

Mr. Stupak. Well, that is what I was just going to ask Mr. Eng- 
land, since you brought it up in your testimony. There were pieces 
of this ISP, Import Strategic Plan of 2003, that could be really im- 
plemented with little or no cost, right? 

Mr. England. That is true. 

Mr. Stupak. Give us an example. 

Mr. England. Well, I will give you an example. When FDA con- 
ducts a foreign inspection and goes in the country, you know, FDA 
receives registration data from foreign facilities. They may be food 
facilities, or they may be cosmetic facilities on a voluntary basis, 
they might be medical device or drug facilities. The discussion en- 
sued during the development of the ISP that one of our weaknesses 
in the agency was that there was no real gatekeeper on the reg- 
istration process. No one knows who these people are, and so dur- 
ing foreign visits, would it not be possible for a foreign inspector 
to perhaps stay an extra day, take the addresses, and at least iden- 
tify the facilities that are listed in the addresses for the registra- 
tions actually exist, or that there is not an apartment complex 
there? I mean, just some basic verification of data while inspectors 
are in the country. They are already there to do a foreign inspec- 
tion anyway. But those would be the kinds of examples. The other 
examples might be to rely upon data that other U.S. government 
agencies have from foreign inspections they conduct. You know. 
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there are inspections that are conducted by other agencies of for- 
eign seafood processors, of bottled water manufacturers, of, you 
know, where there are contracts that are let by another govern- 
ment agency. Another government agency may sub-contract an in- 
spection process prior to procurement. That data is actually out 
there and could be used for integration into the FDA import proc- 
ess. I think the biggest problem we ran into, though, was, how do 
you integrate the data, because the IT systems were so broken. 

Mr. Stupak. Right. It is in shambles. Mr. Hubbard, my time is 
up, but I want to ask you this. You have been at the FDA, you said 
30 years. You talked about the 1986 hearing. You talked about the 
1998 GAO report, the 2000 hearing. Now we are here in 2007. 
What happens internally? I mean, we have these hearings. You 
were in one of the key positions in the FDA, especially 2000. I re- 
member that one clearly because I was here, the 1998 report. What 
happens? We hear these promises. Things will be different. We will 
fix the IT system. It goes back to the FDA, and all this testimony 
and all this just goes in the circular file, or what? 

Mr. Hubbard. Well, I share your frustration, Mr. Chairman. I 
think it comes down to resources. The program has always been a 
poor little sister there at FDA. It has never gotten resources. Even 
now, they only devote a little over 100 FTEs a year to these folks’ 
market issues, so to me it is resources. I think there needs to be 
some funding provided if it will fix the problem. To me that is the 
big missing piece, is the funding. 

Mr. Stupak. But, again, going back to your experience, but what 
happens on the resources? I mean, I don’t ever remember the FDA 
coming up pounding on the table before the appropriators, saying, 
we need this, just from a safety point of view, to protect America. 
We need these resources. Is the gatekeeper of the resources request 
the administration? And if the administration doesn’t make it a 
priority, it doesn’t put the resource request in? 

Mr. Hubbard. If you look at the last 10 or 15 years, the presi- 
dent’s budget usually gets funded, but if it doesn’t get in the presi- 
dent’s budget. Congress never adds more. And the president’s 
budget has been very strict on FDA in recent years. 

Mr. Stupak. Mr. Whitfield, questions, please. Thank you. We are 
probably going to go more than one round here. 

Mr. Whitfield. Well, we appreciate all of you being here today, 
and certainly all of you all are experts at the FDA. Three of you 
worked there for many years, and you have attended enough of 
these hearings and expressed the frustration in your own testi- 
mony, and obviously lack of dollars is one of the big issues. And, 
would you all agree with that? OK. And in addition to that, would 
you elaborate on some other obstacles, just from your experiences. 
I mean, is there a culture over there that has something to do with 
it? I know that one of you mentioned that the most serious issue 
was a lack of a risk-based data screening system that really works. 
But if each one of you would just. You have all been involved in 
coming up with new plans. As you say, every 2 to 3 years we are 
back here talking about the same problem. So, lack of money is one 
big issue, and would each one of you maybe elaborate on a couple 
of other things? Dr. Crosse. 
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Ms. Crosse. Well, I haven’t been in FDA, but it is certainly true 
that resources is a major constraint here. It also seems to me, 
though, that because of the resource constraint the approach has 
been, OK, we can’t do it all. Let us work backwards at this. Given 
the regulatory requirements, the statutory requirements for inspec- 
tions, we have only got this many resources. How many can we do, 
and then do some figuring on where you can go within that, rath- 
er — 

Mr. Whitfield. We can’t do everything, and 

Ms. Crosse. We can’t do everything, but rather than trying to 
make an assessment, it appears there has been no attempt to try 
to make an assessment of what the universe is and to try to inte- 
grate the information and start from that end to assess the risks 
that are the largest and to try to manage from that side. 

Mr. Whitfield. OK. What about you, Mr. Nielsen? 

Mr. Nielsen. I think the biggest obstacle is the current organiza- 
tion is the original organization, totally organized not for the inter- 
national market. Even the location of the facilities, or because of 
the location in a judicial district, not because of incoming products. 
Then, on top of that, because of the existing system largely being 
oriented to overseeing the domestic industry, the work planning 
process is not designed to deal with the international difficulties, 
either. And so it is also my contention that the organization stove- 
piping is what causes our IT stove-piping, and that is why I believe 
part of the real solution is it really is an organization designed for 
all of these problems we have been talking about for over a decade. 
And then the requirements and the solutions can be realized and 
I believe can be implemented with the appropriate funding. 

Mr. Whitfield. OK. Mr. Hubbard. 

Mr. Hubbard. Well, someone suggested the way to solve this 
would be some forms of memorandum of agreements with other 
countries in which they step up and do a better job, and concep- 
tually I think that is a good idea, but take China as an example. 
The Chinese are suffering 200,000 to 300,000 deaths a year from 
sub-standard and counterfeit drugs, among their own people. 

Mr. Whitfield. 200,000 to 300,000? 

Mr. Hubbard. Yes, that is an estimate that is out there, and my 
point is, if they can’t protect their own people, I don’t think we can 
depend on them or any other country to protect us. I think we need 
to protect ourselves. 

Mr. England. Yeah, I would, if I could, just build quickly on 
what Mr. Nielsen and what Mr. Hubbard both said. This idea of 
culture is a persistent issue in the agency, and I can recall when 
I left the lab in Baltimore and went into investigations, and I went 
into the import operations group, the supervisor I worked for in the 
lab asked me if I was nuts. He said he realized it is a dead-end 
job to go work in imports. And then, a couple years later, NAFTA 
was passed, and then we began to see these increases in imports 
became more significant, and the foreign market became more sig- 
nificant. So timing was good on my side. I don’t propose to have 
any gift of prophecy, but it has worked out. But I think that that 
persists. I mean, imports and the foreign program largely is still 
essentially this red-headed stepchild. A very small percentage of 
the dollars that FDA expends are expended on the foreign source 
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market. In 2003 the number was about $7 out of every $100 was 
based on imports or foreign, so it is a very small number. I don’t 
know what it is now, but that was the number that I received then. 
I think that, in order to try to address it, though, organizationally, 
this framework problem does call for the need for an organization 
within the agency that does have the responsibility. They have got 
the line-item budget authority. They have got the ability to manage 
the field assets. Some things that report into the commissioner 
level, that it is the import foreign program, and from that can come 
information sharing, but they also have to have this IT system that 
is also integrated, and it can’t be just about drugs. It has to be 
about drugs and foods and devices and biologies. So you really are 
talking about a rather substantial reorganization in the agency in 
order to create the line of authority and the budgeting in order to 
actually drive the process. 

Mr. Whitfield. Just one quick question. You mentioned this 
Haiti, the children in Haiti. How many children died in that inci- 
dent? 

Mr. England. I don’t recall. There was a couple hundred. I don’t 
recall. 

Mr. Hubbard. Well, in Haiti, I believe it was 86, and Panama 
I believe it was in the 40s, but it was a lot of kids with clearly a 
substitute of antifreeze, that we put in our automobiles, for a legiti- 
mate drug. 

Mr. England. And in my understanding, that product was found 
here eventually and had to be recalled. And so it is almost as if 
we are waiting for these deaths to occur in other countries, and 
then we go looking for it. Whereas, as Carl points out, I think in 
his written testimony, that GMPs would have addressed that issue. 
That is a GMP — that is an incipient ingredient processing issue 
that happens to be in an OTC manufacturer, so whether there is 
oversight there is a different question, but 

Mr. Stupak. Right. We used this chart before on this, and I know 
Mr. Whitfield is familiar with it, the DEG that they put into the 
toothpaste in both Panama and Haiti but also found in our tooth- 
paste here in this country. 

Mr. England. That is correct, so 

Mr. Stupak. Mr. Dingell, for questions, please. 

Mr. Dingell. Mr. Chairman, I would like to commend the panel. 
This is one of the best panels we have had in this committee, and 
I want to thank you for your quality and vigorous testimony and 
for your help to us. I have a limited amount of time, so we have 
to deal with this very quickly. Mr. Nielsen, you are the former di- 
rector of imports in FDA, with 28 years of experience. Isn’t it true 
that FDA can provide a meaningful figure on the number of firms 
shipping drug products to the United States because of outdated 
databases? 

Mr. Nielsen. Yes. 

Mr. Dingell. Mr. Nielsen, FDA doesn’t have a good handle on 
this inventory, do they? 

Mr. Nielsen. That is correct. 

Mr. Dingell. Mr. Nielsen, since FDA can’t calculate the total 
number of foreign firms that are shipping drug products to the 
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United States with any precision, how can we have confidence that 
the agency is truly managing risk? 

Mr. Nielsen. You can’t. 

Mr. Dingell. Now, Mr. Nielsen, some insiders have told us that 
FDA’s IT or their information technology system should be 
scrapped and rebuilt from scratch, simply because it doesn’t work. 
Do you agree with that? 

Mr. Nielsen. No. 

Mr. Dingell. You don’t agree? 

Mr. Nielsen. No. I think there are steps. It has to be replaced, 
but you can’t just scrap it. 

Mr. Dingell. OK. We have to have a system, but we have one 
that doesn’t work. 

Mr. Nielsen. That is right. 

Mr. Dingell. And it has got to have major rebuild, does it not? 

Mr. Nielsen. That is correct. 

Mr. Dingell. Now, Mr. England, isn’t it true that domestic firms 
are inspected properly every 2 years because Law requires it? Isn’t 
that so? 

Mr. England. That is true. 

Mr. Dingell. Mr. England, isn’t it true that there is no Law de- 
fining frequency of GMP inspections for foreign firms? 

Mr. England. That is true. 

Mr. Dingell. Shouldn’t foreign firms be inspected at least as fre- 
quently as U.S. firms? 

Mr. England. I believe so. 

Mr. Dingell. Isn’t it true that foreign drug manufacturers’ facili- 
ties subject to EDA inspection rarely receive a follow-up GMP in- 
spection? 

Mr. England. That is true. 

Mr. Dingell. So that means that they are not being adequately 
inspected, even the small number that are, in fact, being inspected. 
Is that right? 

Mr. England. I believe that is true, that there is not 

Mr. Dingell. Isn’t it true that since the year 2000, imported 
drug volume has nearly doubled but foreign drug program re- 
sources have actually declined? 

Mr. England. That, I believe, is true. 

Mr. Dingell. Now, Mr. Hubbard, isn’t it true that today about 
2/3 of the drugs consumed in the United States today contain for- 
eign drug components? 

Mr. Hubbard. That apparently is true, yes. 

Mr. Dingell. Of the millions of drug shipments arriving from 
foreign countries each year, isn’t it true that there is almost no 
chance of an imported drug being sampled, tested at entry into this 
country? 

Mr. Hubbard. That is correct, Mr. Chairman. 

Mr. Dingell. And if they are sent back out, they can simply be 
brought in through another port? 

Mr. Hubbard. Unfortunately, that does happen. 

Mr. Dingell. And that happens also with regard to food, al- 
though that is not the subject of this hearing? 

Mr. Hubbard. Yes. 
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Mr. Dingell. Aren’t we buying even larger percentages of our 
drug ingredients from producers in developing countries overseas 
with virtually no or no FDA inspection? 

Mr. Hubbard. That is correct. 

Mr. Dingell. Mr. Hubbard, can the FDA ensure the safety of im- 
ported drug products at its current rate of foreign inspections? 

Mr. Hubbard. I am sorry, Mr. Chairman. I missed that. 

Mr. Dingell. Can the FDA, and I apologize for that. I had a very 
serious dental visit this morning. Aren’t we buying even — or, I am 
sorry. Can the Food and Drug assure that the safety of imported 
drug products is real at its current rate of foreign inspections? 

Mr. Hubbard. Oh, no. 

Mr. Dingell. Given the volume of foreign drug products im- 
ported in the United States, isn’t the only real way to ensure drug 
safety and safe drug supply to significantly increase the resources 
to conduct on-site inspections overseas? 

Mr. Hubbard. I certainly believe that that is the biggest need, 
yes. 

Mr. Dingell. Now, gentlemen, this panel has over 80 years of 
FDA experience. Are things worse now than they have been before, 
or are they better? 

Mr. England. I think that you would have to say that they are 
worse now. 

Mr. Hubbard. I think I would have to agree, simply because the 
globalization has caused us an enormous shift of suppliers from 
here to developing countries 

Mr. Dingell. What you are saying is that the risk is higher and 
the resources are lower? Is that a fair statement? 

Mr. Hubbard. That is correct. And then you have got the con- 
comitant concerns of people buying drugs over the Internet and 
things like that, so, yes, there are great risks out there. 

Mr. Dingell. Now, why, gentlemen and ladies, are things worse 
now than they have been before? Starting with Dr. Crosse. 

Ms. Crosse. I think, as we have heard, the globalization of the 
market and the decrease in the resources that have been available 
to try to handle that. 

Mr. Dingell. Sir? 

Mr. Nielsen. Also, besides the funding, also the failure to redi- 
rect the resources to the global economy condition. 

Mr. Hubbard. The drugs knocking on our door are less safe, so 
therefore we need more protection, and we have been cutting the 
FDA, so that, to me, is a simple equation. 

Mr. England. Yeah, I believe the combination of all those is 
true. I think there is also a continuing culture that it is just easier 
for the FDA to think in terms of domestic regulation, because they 
are used to it, the Statute was built that way, and this NAFTA, 
the conversions that happened in NAFTA and the economy, just 
have not carried over into the FDA. They persist, I think, really, 
on a pre-NAFTA platform rather than a post-NAFTA platform. 

Mr. Dingell. Would this observation be correct? FDA said it has 
a risk management plan. That risk management plan, being as de- 
ficient as it is in personnel, money, and in the way that it works, 
is actually of no value at all. Is that right? 
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Mr. England. I wouldn’t say it is of no value. I would say it 
has 

Mr. Dingell. Limited value. 

Mr. England. — limited value. 

Mr. Dingell. Now, would I be fair in saying that simply assures 
that perhaps a lesser number of people are going to be killed, de- 
frauded, or hurt by imported pharmaceuticals? Is that a fair state- 
ment? 

Mr. England. I think that would always be true, that if you 
have less resources assessing risk you always then would have a 
lower number of people protected by those programs. 

Mr. Dingell. Does the rest of the panel agree? There is no nod 
button on the recorder’s machine here. 

Mr. Nielsen. Absolutely agree. 

Mr. Dingell. Mr. Chairman, I have used more time than I am 
entitled to. Thank you for your courtesy. 

Mr. Stupak. Thank you, Mr. Dingell. We have three votes on the 
floor. I think we are going to recess until twelve o’clock. Let us try 
to get back at twelve o’clock so we can continue. 

I am looking down this row. None of you guys can do it in five 
minutes, I can tell you that right now. Go ahead, Mr. Burgess. I 
think you were next in the — I was going by your list of attendance, 
and I think Mr. Burgess — OK, Mr. Walden. I know he will stay at 
five, and I know Mr. Burgess won’t, so why don’t you go ahead? 

Mr. Walden. All right, thank you. Thank you, Mr. Chairman. 
My colleague from Pennsylvania, Mr. Murphy, suggested this ques- 
tion, and I think it is a really good one, and I would like a yes or 
no answer out of each of the panel members. If your child were pre- 
scribed a drug that you knew was manufactured in a facility in 
China that is not inspected, would you let your child take your 
drug? Dr. Crosse? Yes or no? 

Ms. Crosse. Yes, because if they were ill enough to require a 
prescribed drug, I would be concerned that they take something. 

Mr. Walden. Mr. Nielsen? 

Mr. Nielsen. Yes, because I don’t feel there is an option. 

Mr. Walden. Mr. Hubbard? 

Mr. Hubbard. I think we are doing it every day, so there is no 
choice. 

Mr. England. I would agree. It is what you are left with, that 
you have nothing else to go to. 

Mr. Walden. That is a pretty sad commentary, isn’t it? That we 
are putting our kids’ health at risk to take drugs that a physician 
prescribes that we all now know are coming from factories that we 
don’t have the resources to inspect. That is a scary proposition 
when we know our toothpaste is poisoned. We know our dog food 
got poisoned. We know — and we have no options? Then we had bet- 
ter change how FDA operates. Mr. England, I want to ask you a 
couple of questions here. Please refer to the document from the 
FDA’s Web site called “Consumer Update: Ensuring the Safety of 
Imported Products — Q&A with Deborah Ralston, Director, FDA’s 
Office of Regional Operations”. According to the FDA questioner, 
the number of imported goods that FDA regulates has more than 
doubled in the last 5 years. Ms. Ralston states on the Web site that 
the FDA has a team of more than 2,000 scientifically-trained spe- 
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cialists who conduct inspections, analyze samples, and monitor the 
entry of regulated products at our nation’s borders. Is this number 
of 2,000 FDA people working on imports a credible number? 

Mr. England. I have no idea who they could be. I would think 
that roughly 200, maybe between 200 and 250, in the inspection 
side, perhaps another 100 in the lab side, that spend more than 50 
percent of their time, probably is a more reasonable number. 

Mr. Walden. Ms. Ralston states that the FDA analyzes about 
30,000 import product samples annually. That sounds like a big 
number, doesn’t it? 

Mr. England. Sure does. 

Mr. Walden. 30,000 import samples. 

Mr. England. It does sound like a big number. 

Mr. Walden. This 30,000 samples is out of how many lines of 
entry? 

Mr. England. 18 million, probably, this year. 

Mr. Walden. So 30,000 out of 18 million. Do you think that is 
an acceptable number when our nation’s health relies on these 
drugs? 

Mr. England. It is a remarkably small percentage. 

Mr. Walden. Do we know what kind of product samples she is 
talking about? Do you think a lot of these samples are drug prod- 
ucts? 

Mr. England. The majority would be food, I would expect. 

Mr. Walden. So the majority of the 30,000 of the 18 million 
would be food samples. 

Mr. England. I would expect that, yes. 

Mr. Hubbard. Yes, they sample about 20,000 foods each year, so 
the majority are food. 

Mr. Walden. So we are down to 10,000? I was a journalism 
major, not a math major, but that only leaves about 10,000, then, 
that you estimate would be drug samples, out of 18 million? 

Mr. England. It could be cosmetics, and then it could be some 
pharmaceuticals. 

Mr. Walden. Do these analyses tell the FDA how many of the 
samples analyzed were safe? 

Mr. England. Well, the FDA would have. They would make a 
determination on the given shipments that they are analyzing, but 
it doesn’t tell them anything about the next shipment. 

Mr. Walden. Do these analyses of these product samples gen- 
erate an FDA report of any kind? 

Mr. England. My understanding is that there may be some in- 
formation inside the system, but it is probably very difficult, if not 
impossible, to retrieve it from the system, so I would guess prob- 
ably no. 

Mr. Walden. Would you expect that the committee would be able 
to obtain from the FDA the results of these sample analyses, what 
the FDA learned, and what action the FDA took? 

Mr. England. I would expect that they should be able to do that 
through its fax system and the OASIS system, the combination of 
those two systems. Mr. Nielsen actually may know better. 

Mr. Walden. Mr. Nielsen? 

Mr. Nielsen. Yes, I think they should be able to provide that. 
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Mr. Walden. So you could provide it to us, but it sounds like no 
report is generated internally at the FDA for the FDA’s own use, 
do you think? 

Mr. Nielsen. It is usually case by case. 

Mr. Walden. All right. Ms. Ralston states the FDA conducted 
approximately 30 inspections of manufacturing processing sites in 
China for FDA-regulated products. How many establishments are 
there in China involved with FDA-regulated products? 

Mr. England. Wow 

Mr. Walden. Wow? 

Mr. England. It is a very large number. I don’t know the an- 
swer. I know that Dr. Lumpkin testified, I think a couple weeks 
ago, that there were 3,000 medical device manufacturers alone in 
China. That is just that industry, which probably is a fraction of 
the entire 

Mr. Walden. Does 30 inspections a year sound like an adequate 
number to ensure the safety of products from China? 

Mr. England. Not overall of products from China, no. 

Mr. Walden. All right. My time has expired. I thank Mr. Chair- 
man. 

Mr. Hubbard. Mr. Chairman, may I make one comment to Mr. 
Walden’s earlier question? 

Mr. Stupak. Yes, sir. 

Mr. Hubbard. I don’t think we should leave people with the im- 
pression, though, that our drug supply is unsafe. 

Mr. Walden. It is just vulnerable. 

Mr. Hubbard. It is vulnerable, exactly. I mean, I think, you 
know, the manufacturers here that receive these foreign compo- 
nents do a good job, under FDA supervision, to screen them. So we 
are not, like, taking dangerous drugs every day. But, as you said, 
we are vulnerable. 

Mr. Stupak. But 80 percent of the active pharmaceutical ingredi- 
ents found in over-the-counter and prescription drugs are from off- 
shore. 

Mr. Hubbard. Right. And so clearly there is a risk, but person- 
ally I don’t think the drug supply in the United States — I think it 
is actually the best in the world. 

Mr. Stupak. Right, and in their — I don’t mean to argue or take 
any more time, but we inspect 97 percent of the plants here in the 
United States every 2 years. They do a good job domestically, but 
offshore is where the problem is occurring. If 80 percent of your 
product is coming from offshore, we have to devote the resources 
to offshore. 

Mr. Hubbard. OK. The manufacturers here are required, under 
FDA supervision, to do lots of screening before that pill actually 
goes to the drug store, so 

Mr. Walden. My concern is it is only a matter of time if we don’t 
fix the inspection process. 

Mr. Stupak. Absolutely. 

Mr. Hubbard. No, I don’t disagree with you at all. 

Mr. Walden. Mr. Chairman, could we put that document in the 
record? I ask unanimous consent. 
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Mr. Stupak. Yes. Without objection, the U.S. Food and Drug Ad- 
ministration interview, Question and Answer with Deborah Ral- 
ston, will be entered as part of the record. 

With that, we have 3 V 2 before we have a vote time expires. We 
will be in recess. Let us still shoot for 12 o’clock, shortly after 
twelve o’clock. We will continue. We still have many members that 
would like to ask questions of this panel. Thank you. 

[Recess.] 

Mr. Stupak. If am I may ask Mr. Nielsen, Mr. Hubbard, and 
England, Mr. Dingell and myself, Mr. Pallone has put in legislation 
which would generate about $300 million for drug safety, drug in- 
spections. Have any of you had a chance to review that legislation, 
Mr. Nielsen, Mr. Hubbard, or Mr. England? 

Mr. Hubbard. Is that the user fee? 

Mr. Stupak. Right. The user fee with the Food and Drug bill we 
put in. 

Mr. England. I have reviewed it. 

Mr. Nielsen. Yes. 

Mr. Hubbard. Yes. 

Mr. Stupak. Any comments on it? 

Mr. Nielsen. I fundamentally have difficulty with a user fee for 
that purpose. I just don’t see — I use a parallel of perhaps if I had 
to pay a user fee for IRS to process my income tax form, they came 
to audit me, and I had to pay them to audit, and then they put 
me in jail and I have to pay for that, too. And, on the other 
hand 

Mr. Stupak. That is not the way it goes, though. 

Mr. Nielsen. What is that? 

Mr. Stupak. Nothing. 

Mr. Nielsen. Yes. But I do think it needs to be considered 

Mr. Stupak. But where else would you go to look for the re- 
sources? I mean, you need a significant amount of resources. Obvi- 
ously, the FDA has been reluctant to ask for it. We generate $300 
million. That is $1000 a line. That is all it is, a line. A line will 
give you a boat-load of goods, or it can be one box of goods. But 

Mr. Nielsen. Well, the problem I see with that is, FDA can ramp 
up the foreign inspections. If everything is done as it is done now, 
you are still not going to deliver that information into the import 
process. You must have the IT, and I believe a user fee, a nominal, 
like 50 cents or $1.50 per line user fee could be justified in pro- 
viding service and the infrastructure to do what needs to be done. 

Mr. Stupak. So, in other words, if we did leave it at that $1000, 
let us say, we have got to dedicate at least part of that for IT, be- 
cause without a data system we are done. 

Mr. England. That is right. 

Mr. Hubbard. If I 

Mr. Stupak. Go ahead. Mr. Hubbard? 

Mr. Hubbard. The problem I have seen with user fees, Mr. 
Chairman, is that the budgeters of the world see new money come 
in the FDA, so they cut the budget in the non-user-fee areas, and 
that clearly happened with the PDUFA program, so the food pro- 
gram and the import programs have actually gotten weaker. FDA 
has lost about 1,000 people in the last decade from appropriated 
dollars, even though the agency’s total budget has gone up, due to 
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these user fees. But the user fee money is dedicated only to the re- 
view of new drug and device applications. 

Mr. Stupak. Correct. 

Mr. Hubbard. So you have actually had a shift where some pro- 
grams are getting richer, and others are getting poorer. And so I 
think you have to find a way to make sure that the budget folks 
don’t essentially take that money away from appropriations 

Mr. Stupak. And then substitute it for annual 

Mr. Hubbard. Exactly. That is what happened with user fee, and 
that is what happened with the earlier user fees, and so you have 
to build some sort of firewall. 

Mr. Stupak. OK. Mr. England? 

Mr. England. I would say that the way I read the user-fee legis- 
lation is that those monies would be used to essentially help pay 
for border examinations and samplings of imported product. I am 
afraid that it reinforces a finished product testing regime. I 
also 

Mr. Stupak. Would you say it does not work, or is not the pre- 
ferred method of protection, finished product hitting the 

Mr. England. That is correct. And the end result 

Mr. Stupak. Do you want to explain this? 

Mr. England. The end result is you are paying for a program 
that is not really useful if you don’t know the GMP status of the 
manufacturer. I mean, if you were to test within the same batch 
of drug, that batch, depending upon its size, could be different at 
the front end of the process from the back end of the process if 
GMPs are not in place. So if you happen to sample from one por- 
tion of that, you may not even be able to detect a problem within 
the same batch. So I think finished product testing of drugs in par- 
ticular is troublesome, but, and I agree with Mr. Nielsen’s idea of 
funding the IT program perhaps through user fees at the border 
level. I think another aspect about it is that if you take that money 
and then put it into GMP inspections in the foreign facilities, now 
you have the U.S. importer paying for essentially inspections by 
the FDA in the foreign market and getting free quality assurance 
advice from FDA, and who knows how many times they have to go 
back before they get it right? So I think perhaps you could do it 
on the registration end of it, and that way you have some gate, and 
people wouldn’t be inclined to go on and just register their facilities 
if they knew that there was money that was involved in it, a. And 
b., that that money could be used to fund the FDA conducting an 
inspection in their facility. 

Mr. Stupak. Good point. Ms. DeGette, for questions? I believe 
you have eight minutes, since you waived your opening. 

Ms. DeGette. Thank you. Thank you, Mr. Chairman. Well, all 
of you testified that the FDA needs increased resources to inspect 
these foreign facilities, and I certainly agree with that, but I don’t 
think it is just an issue of resources because you also testified that 
the current computer — I think Dr. Crosse in particular testified 
that the current computer systems are inadequate for cross-ref- 
erencing and determining the various facilities abroad, so I am 
wondering if you can comment, how much of the problem is more 
resources, and how much of it is an inadequate computer system, 
and what can we do to get the FDA to update their computers? 
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Ms. Crosse. Well, I think it is both. I think part of the resource 
issue is resources to update their information technology systems 
and that the resources have not been devoted to that, and there 
was some testimony about plans that they had had that were 
scrapped, largely because of the lack of resources. 

Ms. DeGette. But do you think there is a commitment on the 
FDA’s part to — a recognition that their IT systems are inadequate 
and a commitment to improving those systems? 

Ms. Crosse. I believe that there is a recognition that their sys- 
tems are inadequate. I think that the question is better asked of 
others, whether there is a commitment. 

Ms. DeGette. All right. Let us hear from Mr. Hubbard. 

Mr. Hubbard. I would say that I saw the import folks and the 
regional affairs folks ask for funding over and over again through 
the budget process for these systems, going all the way back to 
your hearings of the 1980’s, and that money was always denied. 
And even the current administration, they had this theory that too 
many IT resources were being wasted, and FDA was being con- 
stantly squeezed on IT, when IT actually saves you money in the 
end. 

Ms. DeGette. Right. 

Mr. Hubbard. I hope that Dr. von Eschenbach will describe how 
he is committed to fixing that system now, but money is clearly the 
reason that they don’t have it now, in my view. 

Ms. DeGette. Well, another thing that we could do with money, 
aside from improving the IT systems, is improve the system of in- 
spection that we have. Dr. Crosse testified, and she briefed us yes- 
terday on this pathetic system that they have for actually inspect- 
ing the overseas facilities, where they take a volunteer, and the 
volunteer goes into this factory, and then the volunteer doesn’t 
even have a translator. I can’t imagine how you could get any ade- 
quate information inspecting a facility when you didn’t even have 
someone to translate for you, especially if it is a foreign facility 
that has a vested interest in not providing and willfully with- 
holding information. I am wondering if you can comment a little 
further on that. Dr. Crosse. 

Ms. Crosse. Well, we certainly think that is a concern. When 
they have a need for translation services, they are, in general, rely- 
ing upon a representative of that establishment to do the trans- 
lation for them. I have talked with some of the folks from FDA’s 
Office of Regulatory Affairs, and they indicated that they believe 
there are many items they can look at. They can still physically in- 
spect the plant and see if whether there are, you know, leaking 
pipes and other sorts of problems, that some of the data they need 
to review is numeric, but some of the data they need to review is 
not numeric, and some of what they need to obtain has to be gath- 
ered through interviews and discussions with officials there in the 
facility. And so 

Ms. DeGette. And then they are relying on 

Ms. Crosse. I have a concern. 

Ms. DeGette. And they are relying on translation by representa- 
tives of the officials at the facility. 
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Ms. Crosse. That is right, and they are relying on that facility 
having an understanding of what is expected out of our regulatory 
system. 

Ms. DeGette. And counsel just told me he was in a factory in 
China, and they wanted to talk to some of the employees, and the 
State Department representative who was with them said, you 
know what, what the translator is saying these people are saying, 
they are not saying. And you would have no way to know that if 
you were just some FDA inspector standing there, right? 

Ms. Crosse. Correct. 

Ms. DeGette. And that is a place where resources might help. 
Does the FDA, in your opinion, acknowledge this problem as well? 

Ms. Crosse. They have been reluctant to acknowledge this as a 
problem to us. 

Ms. DeGette. Does anyone else have a comment on the whole 
inspection process and how it can be improved, Mr. England? 

Mr. England. I would just note, and actually a number of days 
ago I was on the phone with somebody in the FDA, and that hap- 
pens to be one of the foreign inspection cadre participants who has 
done inspections quite a number of years for FDA as a foreign in- 
spector, and recounting, you know, they have a short period of time 
to get in-country and maybe a long trip. They are tired when they 
get there. They have a couple of days to do an announced inspec- 
tion, maybe 2 or 3 days, which, that same inspection, if there are 
problems identified, which there probably will be, in a foreign in- 
spection, would probably have been stretched out to 10 to maybe 
14 days, and then they have to get on the train or plane, get the 
next one. By the end of several weeks, now they are going back to 
their notes and trying to remember and rebuild the inspection and 
do their inspection reports. I mean, I think all of those kinds of 
things, those add to the complexity of just even the current system 
at FDA. Add translation, add the fact that the volunteers are doing 
it, that it is announced. Many times the inspector is relying on the 
inspected firm for transportation between locations. 

Ms. DeGette. Great. Now, when the FDA inspects domestic fa- 
cilities, it can arrive unannounced, it has more enforcement ability 
over domestic than foreign countries, and it doesn’t have to have 
things translated, and I am wondering if we need to beef up our 
foreign inspections, realizing that these are all impediments. Dr. 
Crosse? Or, Mr. Nielsen? 

Mr. Nielsen. I think that is very — I mean, there has to be a 
credible presence in the industry to give the incentive to comply, 
for those provisions that do result in safe products. There has to 
be a credible presence. 

Ms. DeGette. And one last question, to Dr. Crosse’s point, the 
GAO findings are that the current U.S. firms are inspected every 
2 years by the FDA, correct? 

Ms. Crosse. The data that they provided to us show that they 
actually get there about every 2.7 years. 

Ms. DeGette. And there is no Law defining the time between in- 
spections for foreign firms and, in fact, at the foreign firm inspec- 
tion, because of FDA’s reliance on volunteers and so on, it is much 
more sporadic than domestic. Is that right? 

Ms. Crosse. That is correct. 
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Ms. DeGette. So I would think it would make sense to require 
that foreign firms shipping drugs to the U.S. be inspected at least 
as frequently as U.S. firms. Would you not agree with that, Dr. 
Crosse? 

Ms. Crosse. I think there is certainly every reason to believe 
that the risks abroad are the same or greater than the risks in do- 
mestic establishments. 

Ms. DeGette. Would the rest of you agree that we should have 
at least the same type of inspection system we have for domestic 
firms, Mr. Hubbard? 

Mr. Hubbard. Well, I think it would be meaningless without the 
resources. They can’t do the current statutory requirement of every 
2 years. If you impose that on them for foreign, they would simply 
fail, so you would have to have some sort of provision to make sure 
that they have the resources. 

Ms. DeGette. Well, obviously, you can’t do the inspections with- 
out the resources, but don’t you think that we need to have some 
kind of a standard for the foreign inspections, especially in light of 
the recent revelations that we have had from China and other 
countries? I mean, we are not even talking here about drug coun- 
terfeiting. We are not talking about drug re-importation from the 
Internet. We are talking about legitimate drug ingredients that are 
used for FDA-approved drugs, and we are not even able to inspect 
them because we don’t have the resources to inspect them like we 
do domestically. That seems like a backwards system, that we 
should really be focusing on the foreign producers and obviously do- 
mestic, too, but it seems like we shouldn’t say, well, we are not 
going to inspect foreign because we don’t have the resources. 

Mr. Hubbard. Well, you are absolutely right. It is indefensible 
that we would be doing the domestic firms so frequently and the 
foreign firms so infrequently, but again, FDA has got to be given 
the wherewithal to actually do that. 

Ms. DeGette. And do you think they have the will to do it if we 
gave them the wherewithal? 

Mr. Hubbard. I would certainly hope so. 

Ms. DeGette. Mr. England? 

Mr. England. I would note that in the worst-case scenario, the 
equivalency is made between the domestic and the foreign industry 
as far as the frequency of inspection, without resources. What that 
would at least force is a shifting of existing resources towards risk. 
It really should force a risk assessment with regard to foreign 
versus domestic, because in these foreign manufacturers, many 
times these countries are developing countries. They don’t have a 
regulatory regime, like we have in the United States. They may not 
have potable water, at least in the community. Hygiene could be 
deficient. So I think the risks, if you were to actually lay them side 
by side, the risks would be greater in the foreign market. I think 
it would at least force that shift into the foreign market. 

Ms. DeGette. Thank you. The Chairman was right. This was a 
wonderful panel, one of the best I have seen in my years in Con- 
gress. Thank you for your testimony. 

Mr. Stupak. Mr. Burgess, for questions. 

Mr. Burgess. Thank you, Mr. Chairman. Dr. Crosse, in your tes- 
timony, and forgive me for being out of the room. So if this has 
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been asked, I apologize. On the use of translators, how big a deal 
is that? 

Ms. Crosse. I think in some countries it has got to be an enor- 
mous deal. 

Mr. Burgess. Is there a risk that, since we are depending upon 
the company, the manufacturer, to provide the translator, that it 
could be an inside job or an inside plant? 

Ms. Crosse. There certainly is that risk. That is a concern that 
we would have. 

Mr. Burgess. Are those interviews or exchanges that are taking 
place between the FDA and the manufacturer through a manufac- 
turer’s supplied intermediary, are those taped or transcribed? Is 
there any way to quality check the quality of the information that 
has been given back and forth? Because even with someone’s best 
of intentions, just in the translation, as we all know, things can get 
lost. 

Ms. Crosse. Not to my knowledge. No, I don’t believe so. 

Mr. Burgess. On the whole issue of the database, I guess, Mr. 
England, this morning downtown former FDA Commissioner Mark 
McClellan was addressing this issue, more from the standpoint of 
how it interacts with, do we get the most efficient technology, do 
we deliver the most value for the patient, and the previous lack of 
a reliable database at the FDA, in this country, for those types of 
activities, made that a real problem. I think it was referred to as 
stove-piping. I had a younger staffer who didn’t know what a stove 
pipe was, so maybe we had better use silo. I guess they know what 
a silo is, maybe not from farm country. But Dr. McClellan was 
talking about the coverage side low, the technology side low, and 
how we needed to be able to bridge that gap, and it sounds like 
we are kind of talking about the same phenomenon here. Is that 
correct? 

Mr. England. I think it is true that the IT systems FDA has are 
siloed, and they are really wrapped around the agency’s internal 
siloing. 

Mr. Burgess. And yet in the private sector, because we also 
heard testimony from — or, not testimony, but it was a symposium 
downtown with Health Affairs for their 25th anniversary, I think 
it was Mr. Williams from Aetna Insurance Company. It seems like 
I heard 10 years ago that they reinvested about 10 percent of their 
capital into health information technology or information tech- 
nology, and this morning he gave a figure of 15 percent of his work 
force of 34,000 people across the country. Most of them aren’t out 
there selling insurance and doing customer service. 15 percent are 
actually involved with development of software, maintaining their 
infrastructure, and I think he made the statement, I may be mis- 
quoting, but I think I heard him say that if Aetna’s information 
technology department were a stand-alone company it would be one 
of the largest software development companies in the United 
States. So it just goes to underscore how much private industry in 
this country has recognized that they must invest in this, and it 
sounds like, even though we did make some big steps in the FDA 
reauthorization bill as far as monitoring the treatment database, 
we have got to do a lot more as far as certainly this aspect of it, 
in monitoring foreign manufacturers. Is that a fair assessment? 
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Mr. England. I do think it is fair. I would even add that I think 
because of those kinds of investments in the private sector, and 
particularly in the areas where FDA has jurisdiction, and the risks 
mayhe even perceived with some relevance between what FDA is 
trying to do and what maybe, for instance, Aetna might be trying 
to do, there are more off-the-shelf technology that you can take and 
you can modify rather than developing systems from scratch. I 
mean, the OASIS system essentially is a from-scratch software de- 
velopment program. There are some off-the-shelf elements to it, but 
that ends up costing a fair amount of money, to try to develop it 
and then maintain it. Then you become married to a contractor as 
well, which is problematic. 

Mr. Burgess. And what would be some examples of that, in the 
private sector currently? 

Mr. England. Examples of off-the-shelf technology? Well, I 
mean 

Mr. Burgess. What companies are, say, doing that in the private 
sector that are doing it well, that have maybe a similar problem 
that the FDA has? 

Mr. England. You would probably see most of it in the Customs 
international transactional environment, and you would see it in — 
that is why I don’t want to misidentify any specific companies 

Mr. Burgess. Right. 

Mr. England. But you also would see it in the defense area, 
where you have just got many, many transactions, risk that is built 
into those transactions someplace, and the ability to process a high 
volume, high, fast stream of data, in order to think about that 
data, in order to assess and mitigate risk. 

Because we will never be able to eliminate that risk, but we 
ought to be able to manage it a little bit better than we are doing. 
Now, I get the impression from talking to the panel that this — I 
think, Mr. Hubbard, you said 1986 was the earliest figure I heard, 
but 1998, the year 2000, I mean, this has been something that we 
have all been aware of, and I am a recent arrival, but people have 
been aware of for some time, so through several administrations, 
both Republican and Democratic, through several Congresses, both 
Republican and Democratic, so this obviously doesn’t become a par- 
tisan issue or an issue that is isolated to one administration, but 
I would just ask, since there is so much familiarity with it over 
time, what — we have a relatively new FDA Commissioner, Dr. 
Crosse, have you spent time talking to Dr. von Eschenbach about 
this? 

Ms. Crosse. I have not. 

Mr. Burgess. OK. Mr. Nielsen, what sort of interplay have you 
and Dr. von Eschenbach had on this issue? Have you brought this 
to his attention and some of the previous suggestions that were out 
there, from 2000? 

Mr. Nielsen. No, I have not. 

Mr. Burgess. OK. And, Mr. Hubbard? 

Mr. Hubbard. I was trying to describe how the Commissioner is 
juggling so many priorities, and when there is not funding to deal 
with them effectively, some things fall away, and I think imports 
has been one, historically, that has not been able to rise to the top 
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for funding. Perhaps, as a result of some of your work this year, 
that will change. 

Mr. Burgess. And, Mr. England, have you talked with Dr. von 
Eschenbach about this? 

Mr. England. I had the pleasure of meeting him for the first 
time today. 

Mr. Burgess. Well, he is right behind you, so I urge you to get 
his card and do talk to him about this, because it is clearly impor- 
tant, and clearly, legislation is going to be developed, not from this 
subcommittee, but out of our full committee, and it is important 
that we get it right on just so many levels, the safety level now and 
how we monitor and maintain the system decades into the future. 
So I yield back, Mr. Chairman. 

Mr. Stupak. Well, thanks, Mr. Burgess. Now you see why it is 
so important to have Dr. von Eschenbach for all these panels that 
they can direct 

Mr. Burgess. But I was trying to make sure we make good use 
of his time 

Mr. Stupak. As you were saying earlier this morning 

Mr. Burgess. This morning, and I wanted to draw that in. 

Mr. Stupak. Mr. Whitfield, questions? I am going to ask a few 
more, and if you want to go back to the mike, we will go back for 
a couple more questions. If I may, Mr. England, you talked about, 
I think it was page 19 of your testimony, about the Bioterrorism 
Act that we passed, I think it was in about 2002, and it came out 
of this committee, I know that, and you mentioned food, but we 
don’t have drug imports in there? And that should be amended? 

Mr. England. The provision that I was speaking about is a pro- 
vision that requires the agency to design and implement informa- 
tion technology systems related to imported food that will assist 
the agency in allocating its resources where the greatest risk of, in 
that case, intentional adulteration of food. But one of the elements 
there, also, was to facilitate the importation of food that is in com- 
pliance with the Act, and I perceive that as being really the oppo- 
site side of the risk coin. There is a tremendous amount of product 
that is out there that is safe. The difficulty is knowing which is 
which. I mean, to go to the issue of the fact that the domestic man- 
ufacturers do screening, that is true, but that is different than say- 
ing that therefore we are safe. And so the opposite side of the risk 
coin is that where industry can demonstrate that they are in com- 
pliance with GMPs in the case of the drug industry, that product 
should be facilitated. That provision, though, is restricted to im- 
ported foods. It doesn’t cover drugs, devices, or any other commod- 
ities regulated by FDA. 

Mr. Stupak. In questions of Mr. Walden, based on this news- 
letter from U.S. Food and Drug Administration, FDA, on Ensuring 
the Safety of Imported Products, we were kicking around the num- 
bers. It was 30,000 out of 18 million that they look at each other, 
and I think you said it was about 10 percent related to drugs, so 
even if you gave the figure of 30,000 to use, FDA analyzes about 
30,000 import product samples annually. Even at 10 percent, or 1.8 
million, that is only like two percent, if my math is correct, 30,000 
into 1.8 million. That is only, like, about two percent, then, correct? 
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Mr. England. Well, 20,000 of that 30,000 would be foods, so you 
are really talking about 10,000 out of 1.8 million. 

Mr. Stupak. So it is probably 

Mr. England. We are assuming the balance are all drugs, which 
I don’t think they would be. They would be biologies and other 
products. 

Mr. Nielsen. And, Mr. Chairman, I would expect the majority of 
those drug samples to be from activities at the international mail 
facilities. 

Mr. Stupak. So the figure might be closer to 20 percent of one 
percent of drugs. 

Mr. England. You are beyond me in your math. 

Mr. Stupak. I am beyond myself, too. That is why I am asking 
you. 

Mr. England. I think to Mr. Nielsen’s point, though, there also 
is that, let us say for the sake of discussion that it is 5,000 to 7,000 
of the — 30,000. Probably a large percentage of those are inspections 
conducted by folks at FedEx or UPS or an international 

Mr. Stupak. For Customs, or whatever it may be. 

Mr. England. Looking at very, very small packages that Cus- 
toms happens to kick out. In other words, not 30 metric tons of 
product coming in. Probably a good percentage of even the drug in- 
spections would be related to that. 

Mr. Stupak. But then it gets to the point I was trying to make. 
If it is only one percent of the food that we are inspecting, drugs 
are far less than that one percent, then, of the drugs coming in 
here, so it is a problem, not just against drugs from foreign coun- 
tries, but also food, drugs. I mean, we got a serious problem here. 
And it seems to lie with the databases, at least that is where we 
should start. Mr. Nielsen, there is a new program. Can you explain 
a little bit? I think it is called Predict, that is used for seafood? And 
that got funded through an earmark, correct? 

Mr. Nielsen. Yes. 

Mr. Stupak. A congressional earmark that everyone is against 
right now but this was an earmark that was actually put in. That 
is how it got funded at the FDA. Can you explain this a little bit 
more to me? How would it relate here to drugs? 

Mr. Nielsen. Yes, and it actually also falls into some of the low- 
hanging fruit of the ISP that was implemented. But the Predict 
model is being piloted or at least was being piloted, I believe in Los 
Angeles, for the seafood industry. I was program manager for the 
development while I was Director of Import Ops, which is why I 
know about it. But what it really does is it starts to integrate infor- 
mation from both external and internal sources. It actually learns 
the risk posed for imports based on a variety of data points and 
will assist the entry reviewer in deciding which of the riskier ship- 
ments to do the examinations. 

Mr. Stupak. Thank you. Mr. Burgess, do you have any further 
questions before we let this panel go? 

Mr. Burgess. Yes, I do, Mr. Chairman. Thank you for coming 
back to me. Just to follow up on my last thought before we got cut 
off, I mean, we have all been fairly intense in our criticism of the 
FDA, which is fair. The Commissioner of the FDA has been in his 
position since December of last year, so not quite a year. Mr. Hub- 
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bard has already correctly alluded to the fact that there is lots of 
things going on at the FDA, lots of different things to juggle, so it 
is fair to criticize the FDA, but at the same time if we have got 
constructive solutions, and it sounds like we have had those, at 
least been thinking about those for at least 20 years, so, I mean, 
again, I just concur it was a great panel, but I encourage you to 
follow up with Dr. von Eschenbach, and let us talk about these and 
explore them. Don’t, you know, don’t leave it to us to write the Law 
by, you know, a vacuum, because I don’t think we will do a very 
good job. So we count on your input, and we count on that input 
being delivered to Dr. von Eschenbach, so in turn the agency can 
help us help the agency. Now, on the issue, Mr. Hubbard, you men- 
tioned human tissue at one point, I think, in your discussions. Is 
that correct? 

Mr. Hubbard. Right. Well, that is just one of many, many things 
that have popped up in recent years that needed attention, got 
some, but then drifted away. 

Mr. Burgess. Well, it got my attention when you said it, because 
obviously there have been some fairly disturbing, even macabre, 
stories in the news in this country about some practices with deal- 
ing with human tissue that I found very disturbing. Are we import- 
ing human tissue products from overseas? 

Mr. Hubbard. When I was in it, there was some. We did a sting 
in which a Romanian gentleman was selling us the body of a Rus- 
sian gentleman who had apparently died in the street, and he died 
of AIDS, and he was selling his whole body to us and shipping it 
via the airlines flight that day. So, I mean, it was that kind of ex- 
ample that caused the Commission at that time to put in place 
some rulemaking and beef up regulation. The problem is, the fund- 
ing was never there, in my opinion, to really have a permanent 
program to inspect tissue banks to make sure they were following 
proper procedures. 

Mr. Burgess. Is that likely to still be continuing today, as we 
have seen this advance in globalization and all the other pressure 
put on the drugs, the toys, the food imports? Is it likely to be addi- 
tional pressure put on 

Mr. Hubbard. I don’t know exactly what is going on out there 
now, but I can’t imagine the FDA has sufficient resources to ade- 
quately inspect all of that industry. 

Mr. Burgess. Well, Mr. Chairman, I know that is beyond the 
scope of this hearing, but I would encourage this committee to very 
seriously consider — for some time I have thought that we ought to 
look at the use of human tissue that originates in this country. I 
had no idea, no idea that there was the possibility that there is 
human tissue coming from outside. And Mr. Hubbard correctly al- 
luded to some of the problems there, and if there is lack of quality 
in the active ingredients in a Lipitor pill, goodness knows, we want 
that quality assurance for people who are going to have human tis- 
sue grafted or implanted. One last thing, Mr. Nielsen, on the good 
manufacturing practice, it seems like that would affect the whole 
debate of re-importation. That is, if we want good manufacturing 
process, and we are crying out for more inspections and more fund- 
ing for the FDA to do more inspections and move that chart graph 
that we saw, so that that blue area becomes as a greater and great- 
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er footprint, but then we have people in Congress today who are 
arguing for, hey, we can get cheaper drugs if we just allow re-im- 
portation from Canada, and of course the supply chain then comes 
from who knows where, so it almost seems as cross purposes to 
argue for improvement of good manufacturing processes and at the 
same time argue for re-importation Laws. Am I missing something? 

Mr. Nielsen. If the two are not connected, absolutely. 

Mr. Burgess. Well, just by definition, or at least the legislation 
I have seen offered for re-importation, it doesn’t really seem to 
have a lot of control. It just says, from Canada, and we have all 
seen the reports that what looks like a maple leaf might in fact be 
an insignia of some other country and, as someone said, from the 
darkest corners of the world. So if we embrace re-importation 
wholeheartedly, again, as some people have suggested, and that is 
a bipartisan issue. I am not putting that in anyone’s theme in par- 
ticular, but we know who has been arguing for that pretty force- 
fully for some time, basically that ends all product testing, does it 
not? 

Mr. Nielsen. Yes, and I have to say, on the GMP, the principle 
of the GMP is it is going to prevent the entry — it is really going 
to contribute, but it is the whole process, from the application proc- 
ess for the prescription drugs, to the post-surveillance process, in- 
cluding adherence to the GMPs. If you don’t have the whole pic- 
ture, you are just adding risk to it, and I have to give an example. 
This is not just a finished drug issue. The industry that is overseas 
are also finished product manufacturers. There is even less over- 
sight of the ingredients going into the finished products overseas. 
At least here, when the APIs or the ingredients come in, it is not 
going to a black hole. We know where it is going. It can be checked. 
There is a warehouse. There is a facility to go to, and there is a 
process for checking potency, identity, and certificates of analysis, 
and it is not an issue of waiting for more bodies to show up. The 
med watch, the adverse events are not necessarily going to say ev- 
erything is going to be OK unless there is an adverse report here. 
The carbamazepine scenario experience that I painted in my writ- 
ten testimony is a good example where the products going into the 
formulation have a potential adverse effect if it is not in compliance 
with both the application and the GMPs governing that manufac- 
turing process. The good thing about the carbamazepine is if it 
didn’t work, carbamazepine is an anti-convulsant drug. If it didn’t 
work, the epileptics were seizing. You could see it. 

Mr. Burgess. So the bio-assay was positive. 

Mr. Nielsen. On the other hand, if a drug, like gentamycin, is 
knocking your kidneys out, you are not necessarily going to see it. 
And you are not necessarily going to know that it is not doing what 
it is supposed to do. I believe generally the public, all of us, have 
kind of been trained, if something doesn’t work, something is 
wrong in my metabolism that caused that drug not to work. Well, 
maybe yes, maybe no. And what we are trying to do is say that 
there is a way to minimize the risk from that drug that is supposed 
to help you. 

Mr. Burgess. I thank you for that. It was very illuminating. Mr. 
Chairman, I do just need to mention, I think I mentioned a drug 
by brand name, and I was using that only for the purposes of illus- 
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tration. I have no knowledge that that drug of that brand name 
even is manufactured in China. So I apologize for that oversight. 
I was simply trying to make a point, and I yield back. 

Mr. Stupak. You have an 80 percent chance of being correct. Dr. 
Crosse, thank you, and thank you to your staff for pulling every- 
thing together quickly. I know you are going to continue your work, 
and this committee and subcommittee appreciate it. To our panel, 
thank you very much. Both sides, everyone has been saying what 
a great panel. We could go round and round on questions, but we 
do have two other panels. But thank you for your time. Your 80 
years of experience with the FDA certainly helped us out here 
today. Thank you very much. I will dismiss this panel, and we will 
move to our second panel of witnesses. 

Mr. John Dubeck, the partner in the law firm of Keller and 
Heckman, as well as counsel to the Bulk Pharmaceutical Taskforce 
at the Synthetic Organic Chemical Manufacturers Association; Mr. 
Bruce Downey, chairman and CEO of Barr Pharmaceuticals and 
chairman of the Generic Pharmaceutical Association; and Mr. 
Guido Villax, the immediate past chairman of the Pharmaceuticals 
Business Committee and member of the Board of Directors of the 
European Fine Chemicals Group. Gentlemen, would you all come 
forward? It is the policy of this subcommittee to take all testimony 
under oath. Please be advised that the witnesses have the right 
under rules of the House to be advised by counsel during their tes- 
timony. Do any of you wish to be accompanied by counsel? All wit- 
nesses indicate no, so I ask you, raise your right hand, take the 
oath, please. 

[Witnesses sworn.] 

Mr. Stupak. Let the record reflect the witnesses answered in the 
affirmative. They are now under oath. 

Mr. Dubeck, we will begin with you, with your 5-minute opening 
statement, please, sir. 

TESTIMONY OF JOHN DUBECK, PARTNER, KELLER AND HECK- 
MAN, LLP, AND COUNSEL, BULK PHARMACEUTICAL 

TASKFORCE, SYNTHETIC ORGANIC CHEMICAL MANUFAC- 
TURERS ASSOCIATION 

Mr. Dubeck. Mr. Chairman, and members of the subcommittee, 
on behalf of the Bulk Pharmaceutical Taskforce and the Synthetic 
Organic Chemical Manufacturers Association, SOCMA, I thank you 
for this opportunity to testify on two key points. First, the current 
system for regulating imported drugs is putting American con- 
sumers’ health and safety at risk. Second, there is a solution; more 
frequent and in-depth inspection of the foreign facilities making 
these drugs. 

The Bulk Pharmaceutical Taskforce submitted a citizens’ petition 
to FDA in January of last year, outlining the risks associated with 
imported drugs and providing suggested solutions. These risks 
have been well highlighted already, and I will not repeat them. We 
are disappointed that we have received no substantive response 
from the agency. 

The drug manufacturing industry today is structured vastly dif- 
ferent than it was 30, 20, or even 10 years ago. No longer are drugs 
primarily manufactured in-house by the major pharmaceutical 
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companies. Rather, these companies have increasingly turned to 
outsourcing their ingredients and sometimes even the finished 
product. The suppliers of these outsourced products are overwhelm- 
ingly foreign manufacturers. FDA is required to inspect domestic 
drug establishments every 2 years. These inspections are unan- 
nounced, and a single inspection can extend over many weeks and 
may involve many separate visits. And I might add that on subse- 
quent visits at a given inspection an inspector may call in other ex- 
perts in specialties to assist in observing something that is seen 
during the first part of an inspection. 

This is no comparable obligation on FDA to inspect foreign facili- 
ties. Since FDA must be invited to perform its official duties on for- 
eign soil, a foreign facility always receives several weeks’ notice of 
an impending inspection, and the length of the inspection is typi- 
cally driven by travel schedules, rather than the compliance status 
of the facility, and it is impossible to bring additional expert inves- 
tigations to review specific issues. As a practical matter, a foreign 
manufacturer is unlikely to be inspected for cGMP compliance, ex- 
cept in the context of a pre-approval inspection. If you wish, I can 
explain later the difference between pre-approval inspections and 
cGMP inspections and why the former is of little value in assuring 
the ongoing quality and purity of imported drugs. 

If routine cGMP inspections are unlikely to occur, it is very 
tempting for management to put a low priority on maintaining 
cGMP compliance. Statistics presented at a cGMP conference in 
2005 indicate that cGMP inspections of foreign firms result in sig- 
nificantly more violations than seen in domestic firms. When com- 
paring data solely from pre-approval inspections, the same discrep- 
ancy is seen. Deviations from cGMP were more serious in foreign 
facilities than in U.S. facilities. These numbers cry out for FDA to 
conduct more frequent inspections of foreign facilities. They also 
underscore that the frequency of foreign cGMP inspections is so low 
that managers of foreign facilities have apparently made the busi- 
ness decision to spend less time, attention, and money on ensuring 
that their drug manufacturing operations comply with cGMP than 
is necessary to assure compliance. 

A dramatic and drastic overhaul of FDA’s approach to the risk 
posed by foreign manufactured drugs is long overdue. The manu- 
facturing side of the pharmaceutical industry has changed substan- 
tially, and yet FDA’s allocation of inspection resources remains un- 
changed from an earlier era. In order for FDA to give cGMP inspec- 
tions of foreign facilities the priority it deserves, the Bulk Pharma- 
ceutical Taskforce proposed that FDA do three things. FDA should 
abandon its policy of prioritizing domestic and foreign facilities sep- 
arately for inspection. FDA should rank domestic and foreign facili- 
ties together, based on the risks that the products from each facil- 
ity pose to the American consumer. If there are 100 foreign facili- 
ties with higher risk profiles than the highest-ranked domestic 
firm, the American consumer is ill-served unless those 100 foreign 
facilities are inspected before the domestic firm. 

Foreign sites, particularly those owned by U.S. companies, would 
welcome more inspections of all foreign sites. This will only happen 
if FDA is required to have comparable inspection frequency for do- 
mestic and foreign facilities. 
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The U.S. market for pharmaceuticals is large and lucrative. 
FDA’s recent action to restrict imported vegetaWe protein unless 
and until it could be shown to be free of melamine is evidence of 
its broad authority to prohibit the importation of products that ap- 
pear to be adulterated. Furthermore, this is where FDA has an en- 
forcement advantage with regard to foreign facilities versus domes- 
tic. It has no need to prove in an enforcement action that a product 
is adulterated. Imported products can be refused admission if they 
merely appear to be adulterated. 

A second proposal is that FDA should consider a facility’s foreign 
status per se as a risk factor in its risk-based inspection program. 
As I noted earlier and explain in greater detail in attachments to 
my written presentation, all statistics indicate that drugs sourced 
from foreign facilities pose greater risks to America’s public safety. 
When a facility is inspected infrequently there is a natural tend- 
ency for management to become complacent. Maintaining cGMP 
compliance requires constant effort and vigilance, and it is a well- 
traveled road from minor deviations to serious quality failures. 

Importantly, even if FDA conducts more frequent inspections of 
foreign facilities, we believe an additional risk factor should still be 
assigned for foreign facilities. As a practical matter, any inspection 
that provides prior notice, is constrained by travel arrangements, 
and suffers from the communications problems inherent when deal- 
ing with documentation that is in a foreign language while using 
a translator provided by the facility, is bound to be less effective 
than an unannounced inspection of indeterminate duration, con- 
ducted in the investigator’s native tongue. 

The Bulk Pharmaceutical Taskforce’s third request is a stopgap 
measure that FDA could implement before it has the resources to 
conduct adequate foreign inspections. It could actively test and 
monitor the impurity profiles of active pharmaceutical ingredients 
produced in facilities that FDA has never inspected. 

Allow me to elaborate here. New drugs require prior approval. 
Pre-approval inspections are part of that prior approval process, 
but not all drugs are new drugs. Drugs that are not new drugs do 
not require prior approval and do not require a pre-approval in- 
spection. These are the facilities that are likely to never have any 
inspection, not a GMP inspection, not a pre-approval inspection. 
Further, there have been many prescription-to-over-the-counter 
switches in the past few years. One of the earliest of those switches 
was ibuprofen. In August 2002, FDA proposed to move ibuprofen 
from new-drug to not-new-drug status. In response to the Chair- 
man’s question about behind-the-counter drugs, and are we just 
moving more drugs into a non-approved status, the issue is really 
not whether it is Rx, OTC, or behind-the-counter, the issue is 
whether it is a new drug that at least has a prior approval inspec- 
tion, or a not-new drug. And FDA’s proposal would move more 
drugs into this uninspected, not-new-drug category. 

To be sure, testing and monitoring would be a poor substitute for 
onsite inspections, but given budget and staffing considerations it 
would be a great improvement compared to doing nothing. Just as 
a stopped clock is correct twice a day, a non-GMP-compliant facility 
will periodically produce drugs that meet specifications. It is rea- 
sonable to assume that foreign manufacturers with sub-standard 
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cGMPs will cherry pick production lots and ship to the U.S. only 
ingredients that meet specifications. When different batches of 
products coming from the same facility have significantly different 
impurity profiles, it is reasonable to conclude that they did not 
come from a process that is in control. 

Mr. Stupak. Mr. Dubeck, I am going to have to ask you to wrap 
it up here, please. 

Mr. Dubeck. Just that if FDA observes through monitoring of 
variable impurity profile, it could refuse admission on the basis 
that the products appear to be adulterated. We sympathize with 
FDA’s resource limitations, but it is imperative that foreign manu- 
facturing facilities be inspected at the same rate. 

In closing, I note that although there are many economic factors 
that have resulted in nearly half of all drugs marketed in the U.S. 
being produced in foreign facilities, the fact that such production 
attracts less aggressive FDA oversight surely contributes to the 
trend. On behalf of SOCMA and the Bulk Pharmaceutical 
Taskforce, I thank you for your time and attention to this serious 
matter. I will be happy to answer questions. 

[The prepared statement of Mr. Dubeck follows:] 
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In January of last year, the Bulk Pharmaceuticals Task Force of the Synthetic Organic Chemical 
Manufacturers Association submitted a Citizen Petition to FDA urging that it take specific 
actions to better manage the manufacturing-related public health risks posed by the majority of 
pharmaceuticals consumed today. My testimony today will explain that these risks to the 
American consumer arise because inspections of foreign manufacturing facilities are so 
infrequent that the risk to a manufacturer of being found out of compliance is virtually non- 
existent. Given the magnitude of the problem, we are disappointed that the only communications 
we have received from FDA regarding the petition have been its administrative assignment of a 
docket number, viz., 2006P-0049, and an equally administrative automatic notification 
approximately 180 days later stating that FDA had not yet reached a decision.' 

By way of background, the Bulk Pharmaceuticals Task Force (also known as the BPTF) is an 
association for manufacturers of active pharmaceutical ingredients (also known as APIs), 
excipients, and intermediates. The BPTF is a subgroup within the Synthetic Organic Chemical 
Manufacturers Association - also known as SOCMA. SOCMA is the leading trade association 
of the specialty batch and custom manufacturing chemical industry, representing 300 member 
companies with more than 2000 manufacturing sites and over 100,000 employees. 


' Pursuant to 21 C.F.R. § 10.30(e)(2), FDA is required to respond to petitioners within 180 days, indicating either 
that the petition is approved, denied, or providing a tentative response indicating why FDA has been unable to reach 
a decision. FDA’s response to the BPTF said that the Petition raised “significant issues requiring extensive review 
and analysis by Agency officials.” See FDA’s July 20, 2006 Response Letter at 
www.fda.Gov/ohrms/dockets/dockets/Q6nQ049/06D-0049-lcl0001-voli .pdf . 
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Once the safety and effectiveness of a drug has been established, the only assurance that on- 
going production will yield products with the same assurance of safety and effectiveness is if the 
products are manufactured in accordance with current good manufacturing practice (cGMP).^ 
Compliance with cGMP is the responsibility of the drug manufacturer. FDA determines whether 
a manufacturer is in compliance with its cGMP obligations by conducting inspections. A 
manufacturer’s failure to adhere to cGMP renders a drug adulterated, per se, even if the drug 
product is analytically within specifications. This is an essential distinction between the quality 
assurance obligation imposed on drug manufacturers and mere quality control. The goal is to 
ensure that every single dosage is of appropriate quality, not just that specifications are met on 
average. 

FDA is required to inspect domestic drug establishments every two years.’ These inspections 
are unannounced. Indeed, BPTF members have had to abruptly alter plans to attend task force 
meetings because an FDA inspector had arrived at one of their facilities. A single inspection can 
extend over many weeks and may involve several separate visits of one or more days. The law 
imposes no comparable obligation on FDA to inspect foreign facilities. Since FDA must be 
invited to perform its official duties on foreign soil, a foreign facility always receives several 
weeks notice of an impending visit by an FDA investigator and the length of the inspection is 
typically driven by travel schedules rather than the compliance status of the facility. To FDA’s 
credit, it is undisputed that its cGMP inspections are the most demanding in the world. 
Accordingly, the fact that the statute permits FDA to enter into cooperative arrangements with 
foreign officials to determine whether drug(s) should be refused admission into the United 
States’* is a poor substitute for a visit by the FDA. 

The drug manufacturing industry today is structured vastly different than it was thirty, twenty or 
even ten years ago. No longer are drugs primarily manufactured in-house by the major 
pharmaceutical companies and sold as branded products. The major pharmaceutical companies 

^&eFDCA§ 501(a)(2)(B). 

^ See FDCA§ 510(h). 

“SeePDCA § 510(i). 
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have greatly expanded the number of manufacturing steps that are out-sourced (increasingly to 
foreign manufacturers). The ever expanding number of generic drugs available are even more 
likely to include significant components from (or be entirely produced by) a foreign source. By 
2004, firms in China, Hong Kong and India accounted for 49% of the drugs consumed in the 
U.S. By 2005, four out of every ten prescriptions came from foreign facilities.* The percentage 
of active ingredients produced on foreign soil is substantially higher. 

FDA’s records indicate that in 2004 (the latest year for which reliable data is widely available), 
there were 3300 domestic drug manufacturing sites and 2700 foreign facilities.* China and India 
led in the number of facilities, with 440 and 300 sites, respectively.’ In 2004, FDA conducted 
cGMP inspections on 1 825 or 55% of the domestic facilities, but only 184 or just under 7% of 
the foreign facilities.* 


^ See Government Executive ar http://www.govexec.coni/dailyfed/i204/121404cdpml.htm {iasi visited Ocioher 
20, 2005). The proportion of APIs that are imported is even higher; at least 80 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are imported. See G AO/HEHS-98-2 1 : General Accounting Office, 
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of 
Representatives, Food And Drug Administration, Improvements Needed in the Foreign Drug Inspection Program 
(March 1998) [hereinafter 1998 GAO report], 

^ This number excludes the 4500 domestic sites registered solely for the production of medical gases. 

’ Kristen Evans, CDER 2005 Compliance Update, 29* International cGMP Conference, Univ. of Georgia, March 
2005 

* Source: CDER Reports to the Nation (for years 1999 to 2004). 
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As a practical matter, a foreign manufacturer is unlikely to be inspected for cGMP compliance at 
all except in the context of a pre-approval inspection. As I explain below, these pre-approval 
related cGMP inspections have less value than you might think with respect to assuring on-going 
compliance. 


For purposes of understanding the various inspection statistics that have been reported by FDA 
and GAO, it is important to note that not ail foreign drag establishments manufacture products 
that trigger a preapproval inspection. 1 will return to the significance of this later in the context 
of an FDA notice of proposed rulemaking related to over-the-counter dosage forms of ibuprofen, 

Briefly, drugs that are not generally recognized as safe and effective and (even if so recognized) 
have not been used to a material extent and for a material time are defined to be New Drags. 

New Drags require prior approval of a New Drug (or Abbreviated New Drug) .Application 
(NDA/ANDA) before they may be legally marketed. As a genera! rule, FDA inspects each site 
indentified in an NDA/ANDA that performs a critical production or quality control function 
prior to approving the application. Such pre-approval inspections look at the design and 
development of the manu facturing process and the adequacy of the systems in place to assure 
compliance with cGMP by that facility. It may or may not include an actual inspection of the 
management’s ability to operate the facility in accordance with cGMP at production capacity. In 
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trying to best allocate scarce inspection resources, the responsible FDA field office may decide 
that the processes for manufacturing the product undergoing approval are so similar to an already 
inspected process at the facility that nothing of value would be gained by conducting an 
inspection; if a recent cGMP inspection of the site found no significant deficiencies for similar 
types of production operations, a new inspection for compliance with cGMP also may 
appropriately be skipped. The statistical discrepancy this creates between the number of New 
Drug Applications approved, the number of pre-approval inspections, and the number of cGMP 
inspections conducted by FDA is not a concern. More likely, however, is that the equipment and 
procedures in place to be inspected during a pre-approval inspection are only appropriate for or 
being operated at pilot scale. 

There is a big difference between having procedures that may allow operations to comply with 
cGMP and actually implementing the procedures to achieve cGMP and maintaining operations at 
a high state of on-going compliance. Also, post-approval scale up changes may or may not 
require prior approval; even if prior approval of a supplemental NDA/ANDA is required, it does 
not follow that a new pre-approval inspection would be conducted; the cGMP status of a scaled 
up operation is typically only reviewed as part of a routine cGMP inspection. If a routine cGMP 
inspection is unlikely to occur in a timely fashion, it is very tempting for management to skimp 
on validating procedures and otherwise paying close attention to cGMP requirements. If the first 
routine cGMP inspection does not occur for another 12 years, the degree of control exercised 
during the scale up process and early production will be ancient history. 

Statistics presented at a cGMP Conference in 2005 indicate that cGMP inspections of foreign 
firms result in significantly more violations than seen in domestic firms.’ When comparing pre- 
approval inspections, the same discrepancy is seen: deviations from cGMP were more serious in 
foreign facilities than in U.S. facilities.'® These numbers cry out for FDA to conduct more 
frequent inspections of foreign facilities and underscore the significance of the factors indentified 


^ See id ; see also Philip S. Campbell, 2004 Inspection Records & Compliance Issues, International cGMP 
Conference, Univ. of Georgia, March 2005. 

See 1998 GAO repon, supra note 5. 
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in the BPTF petition which uniquely invite managers of foreign facilities to spend less time, 
attention and money on ensuring that manufacturing operations comply with cGMP. A drastic 
and dramatic overhaul of FDA’s approach to the risks posed by foreign manufactured drugs is 
long overdue. The manufacturing side of the pharmaceutical industiy has changed substantially 
in recent years and yet FDA’s allocation of inspection resources remains unchanged from an 
earlier era. 

In order for FDA to give cGMP inspections of foreign facilities the priority it deserves, the BPTF 
proposes that FDA do three things. Our first proposal is that FDA should abandon its policy of 
separately prioritizing facilities for inspection based on whether they are domestic or foreign 
facilities."' Instead, FDA should rank domestic and foreign facilities together, based on the 
risk that products from each facility pose to the American consumer. If there are 100 foreign 
facilities with higher risk profiles than the highest risk-ranked domestic firm, the American 
consumer is ill-served unless those 100 foreign facilities are inspected before the domestic firm. 
This obviously would require either an easing of the demand that domestic facilities be inspected 
every two years, which would allow a reallocation of scarce resources, or it would necessitate 
additional funding. 

Some may argue that unified rankings will be problematic because fair implementation would 
require equal access to foreign and domestic facilities, something that is not within even 
Congress’ authority to grant. The U.S. market for pharmaceuticals is large and lucrative. As 
recently evidenced by the import restrictions FDA implemented with respect to melamine 
contaminated proteins, FDA already has broad authority to refuse the importation of any product 
that appears to FDA to be adulterated. It is arguably within FDA’s discretion to determine that a 
refusal to allow an inspection of a foreign facility creates the appearance of non-compliance, and 
that therefore it is permissible to refuse imports from the facility until an inspection is allowed. 
While such a policy would likely have trade implications and could subject U.S. manufacturers 

‘ ‘ See presentation by Alicia Mozzachio, FDA inspector, /t/Vtf and the Foreign Inspection Program, at SOCMA’s 
cGMP Compliance Conference for Pharmaceutical Ingredient Suppliers, Oct., 6, 2005; see also Pat Phibbs, U.S., 
Foreign Firms Ranked Separately in Tool FDA Uses to Target Inspections, Daily Report for Executives, Oct. 1 1, 
2005. 

' ^ See FDA ’ s Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites - A 
Pilot Risk Ranking Model (September, 2004), available at http;//www.fda.gov/cder/gmp/gmp2004/risk_based.pdf. 
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to retaliatory prohibitions on their efforts to export to other countries, the health justification for 
the policy and the ease with which such refusals could be avoided make it seem reasonable that 
diplomatic solutions to these concerns could be reached. 

Our second proposal is that FDA should specifically list “foreign facility” as a significant risk 
factor in its risk-based inspection program. As noted in the BPTF petition and as borne out by 
the statistics noted above, foreign facilities, in general, pose a greater risk to public safely. When 
a facility is inspected infrequently, there is a natural tendency for management to become 
complacent. In the absence of a credible threat of reasonably frequent inspections, the “c” in 
cGMP gets lost. Maintaining cGMP compliance requires constant effort and vigilance. Minor 
deviations may not cause any apparent lack of quality, but it is a well-traveled road from minor 
deviations to serious quality failures. Since each step away from cGMP compliance can be a 
short term cost savings, profits can displace cGMPs in the absence of creditable regulatory 
oversight. 

If the frequency of foreign inspections were increased proportionate with risk, an additional (but 
smaller risk factor) should still be assigned to foreign facilities. As a practical matter, any 
inspection that provides prior notice, is constrained by travel arrangements and therefore must be 
concluded within a defined window of time, and suffers from the communications problems 
inherent when dealing with facilities that operate in a foreign language through a translator 
provided by the facility, is bound to be less effective than an unannounced inspection of 
indeterminate duration conducted in the investigator’s native language. 

The final request in the citizen petition is that FDA actively monitor the impurity profiles of 
active pharmaceutical ingredients (APIs) produced in facilities which FDA has not inspected. 
This monitoring would be a poor substitute for on-site inspections, but given budget and staffing 
considerations, it would be a great improvement compared to doing nothing to assure the safety 
of these important drug components. As noted above, cGMP is all about assuring quality; it is 
much more demanding than simply determining that the final product meets specification when 
sampled at some defined frequency and sample size. Just as a stopped clock is correct twice a 
day, a process that is not in compliance with cQMP will produce product that meets 
specifications occasionally. It is reasonable to assume that non-cGMP-compliant foreign 
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manufacturers will cherry-pick production lots and ship to the U.S. only those lots that meet 
specifications. Impurity profiles are highly sensitive to minor process variations. An active 
ingredient manufactured in accordance with cGMP will have a consistent impurity profile, while 
cherry-picked production from a non-complaint process will vary widely. It is virtually 
impossible to deconstruct an impurity profile to reconstruct the process conditions that created it, 
but one does not need that degree of knowledge to know that two different batches of product 
coming from the same facility with significantly different impurity profiles did not come from a 
process that is in control. If FDA gathered samples and discovered that products from a 
particular facility had variable impurity profiles, it would be justified in concluding that the 
facility was not being operated in accordance with cGMP. Therefore, the product would 
“appear” to be adulterated and future imporfs could be summarily refused admission until an 
inspection visit could be arranged and the presumption of non-compliance rebutted. 

This monitoring of imports for a consistent impurity profile is an interim solution at best. It 
would raise production costs and reduce that amount of material available for export from a 
foreign manufacturer since even fewer batches could be cherry-picked if a consistent impurity 
profile is an additional requirement. Also, such monitoring is only useful for bulk active 
ingredients. Once an active ingredient is formulated with other ingredients, the impurity profile 
will reveal little about the control involved in the manufacturing process because of the presence 
of additional ingredients; their associated impurities will overwhelm the relatively subtle 
variations that can serve as a window on the degree of control inherent in the manufacturing 
process. 

As noted above, not all drugs are subject to the new drug approval process and its associated 
prior approval inspection. Many of these “non new” drugs as available over-the-counter and are 
lawfully marketed as long as their composition and labeling are consistent with a final or 
tentative final monograph or an applicable enforcement policy pending adoption of a final 
monograph,'^ Because there are no regulatory pre-approval barriers to entry for these products, 
formulators are free to obtain raw materials from any manufacturer and may change suppliers 


21 C.F.R. Part 330. 
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freely and frequently to obtain the lower costs. Quality assurance is a good investment only if 
there is a higher price to pay for poor quality. In the absence of effective oversight, quality 
assurance investments become unnecessary and unrecoverable costs. As long as the only 
production of imported mongraphed products (or ingredients) that are offered for import to the 
U.S meet the applicable specification requirements of the U.S. Pharmacopeia, there is virtually 
no incentive for such manufacturers even to implement cGMP, let alone invest the time and 
attention required to stay up to date with cGMP.'‘' 

Indeed, if an OTC product or its components are manufactured in a foreign facility, the risks to 
public health are further amplified. The use of unproven or hazardous excipients in the 
formulations is possible because there currently is no systematic mechanism for detection or 
prevention of their use in such products. Additionally, just because adverse events are not 
associated with a particular drug product does not mean such product does not pose additional 
risks. Adverse events are difficult to correlate to an actual source or problem, especially 
considering that many OTC manufacturers may use numerous different suppliers over time for 
the same product with the same API and adverse effects of poor quality OTCs could take 
considerable time to appear. 

We sympathize with FDA’s limitations in resources, but believe that if the agency is to fulfill its 
mandate to protect US consumers, it is imperative that the foreign manufacturing facilities 
responsible for exporting 80% of the bulk APIs into U.S. be inspected, at a minimum, to the 
same extent as domestic facilities. As Bernard Schwetz, D.V.M., Ph.D., Acting Principal Deputy 
Commissioner of FDA in 2001 stated, “FDA must improve foreign inspection and physical 
inspection coverage and oversight of foreign producers to be able to maintain the safety of 
products on that [sic] market that we believe Americans expect and demand.”'^ 


Although it is common for drug product manufacturers in the U.S. to qualify their suppliers, there is no explicit 
regulatory requirement for such inspections. Cf., 21 C.F.R. Part 211. 

Bernard Schwetz, D.V.M., Ph.D, Acting Principal Deputy Commissioner, FDA, Testimony before the U.S. House 
of Representatives Committee on Appropriations, Subcommittee on Agriculture, Rural Development, and Related 
Agencies, March 8, 2001. 
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Although there are many economic factors that have resulted in nearly half of all drugs marketed 
in the U.S. being produced in foreign facilities, the fact that such production attracts less 
aggressive FDA oversight Surely contributes to the trend. A significant and prompt reordering of 
priorities by FDA with respect to the inspection of foreign facilities is essential to protect 
Americans from facing more crises due to unsafe drugs. Absent a new approach to inspecting 
imported products, the risks to public health will only increase. 

In closing, I would like to note that the number of drugs entering the country without any 
oversight of their manufacturing process is likely to increase further and even more creative 
enforcement techniques than outlined in the Citizen Petition may be necessary. A factor that is 
expected to drive this increase is the fact that a number of prescription drugs have been 
converted to OTC status. One of the earliest such switches was the OTC dosage for ibuprofen. 

In August 2002, FDA proposed to substantially deregulate the manufacture of the 200 mg tablet 
form of ibuprofen by adding it to the monograph for internal analgesics. If this rule making were 
to be finalized as proposed, bulk ibuprofen would freely enter this country without FDA having 
any clue as to the manufacturing process employed or the degree of manufacturing control that 
existed. The impurity profiling technique described above is unlikely to be effective since it will 
be just as easy (and more profitable for the foreign manufacturer) to import fully formulated 
dosage form product. In short, FDA is proposing to allow ibuprofen of unknown quality to be 
sold in the U.S. without any prior approval on the basis that such products are generally 
recognized as safe and effective and have been used to a material extent and for a material time. 

This ibuprofen proposal is significant for two reasons. First, it is a landmark event; there are 
many drugs that have made the Rx to OTC switch since ibuprofen and, in time, will also have 
been on the market for a material time and extent. They will all be candidates for conversion to 
“not new” drug status. Second, the same blind spot that allows FDA to ignore the risks of 
improperly manufactured imported drugs underlies the FDA proposal. The products that have 
created a favorable record of safety and effectiveness over a material time and extent have all 
been manufactured under the strict controls of the NDA/ANDA process. Further, the ibuprofen 
API used in these products for this material time and extent has been produced to an 
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overwhelming extent in a limited number of domestic establishments and FDA has a history of 
demanding more detailed information from these manufacturers than simple compliance with the 
specifications in the United States Pharmacopaeia (USP). How this history supports the notion 
that uncontrolled manufacture of product that may only nominally meet USP specifications 
constitutes uses for a material time and extent of a generally recognized as safe product is a 
mystery. Although the context is different, it is the same mystery that concerns the 
Subcommittee today and suggests that the issue runs deeper than simply a lack of funding to 
perform more frequent inspections of foreign facilities. 

On behalf of SOCMA and its Bulk Pharmaceuticals Task Force, I thank you for your time and 
attention to this serious matter. 
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The Synthetic Organic Chemical Manufacturers Association’s (SOCMA’s) Bulk 
Pharmaceuticals Task Force (BPTF) submits this petition to request that the Food and Eirug 
Administration (FDA) take specific actions designed to allow it to better manage the risks to 
public health associated with the use of drugs manufactured or processed at foreign facilities. 

The BPTF is an association for ir^anufacturers of active pharmaceutical ingredients (APIs), 
excipients, and intermediates. The BPTF’s primary objective is to seek clarification of current 
regulatory requirements and to interact with governmental agencies on emerging issues that may 
impact SOCMA members. SOCMA is the leading trade association of the specialty batch and 
custom manufacturing chemical industry, representing 300 member companies with more than 
2000 manufacturing sites and over 100,000 employees. 

I. ACTION REQUESTED 

The BPTF respectfully submits this petition to request the Commissioner of Food and Drugs to 
allocate its resources to reduce the public health risk that imported drug products pose by: 

1 . ranking foreign and domestic drug manufacturing firms together according to FDA’s 
risk-based approach to inspections; 

2. listing “foreign fecility” as a significant risk factor for purposes of its risk-based 
approach; and 

3. implementing a program of monitoring the impurity profiles of imported over-the-counter 
(OTC) drugs for patterns that create the appearance of underlying problems with current 
good manufacturing practices (cGMP), so that FDA may refuse entry under 21 U.S.C. § 
381(a) to products that appear adulterated. 
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n. STATEMENT OF GROUNDS 
A. Background 

Domestic and foreign estalslishments importing drugs must register their establislmient and list 
all drugs in commercial distribution.' A review of establishment registrations and drug lists 
reveal several important trends in drug manufacturing. In 2004, 2700 foreign drug 
manufacturing establishments were registered with the FDA versus 3300 domestic sites 
(excluding the 4500 dornestic sites registered solely for the production of medical gases).^ China 
and India led in the number of FDA registered facilities with 440 and 300 sites, respectively.^ 
Approximately 51% of the registered foreign sites are API manufactitring facilities; the 
remaining are other establishment types, such as finished dosage plants and control laboratories.'* 

The number of finished drug products manufactured abroad for the U.S. market is increasing, 
accounting for four of ten prescriptions drugs now sold jn this country.* A review of the FDA 
Type n DMF database also reflects the trend toward increasing foreign drug manufacturing: 87 
percent of the 5 10 DMFs filed with the FDA in fiscal year 2004 were for products/APIs 
manufactured outside of United States.* Even if not all of these DMFs have yet been cross- 
referenced into approved applications, the numbers suggest that a greater proportion of drugs are 
likely to come from foreign countries in the future. 

FDA is responsible for ensuring that all domestic and imported drug products are safe, effective, 
and in compliance with current gpod manufacturing practices (cGMPs). ’ It is cGMP that 
provides the assurance that each pill we consume has the same identity and strength and the same 
quality and purity characteristics as the product approved by FDA. FDA is required to inspect 
registered domestic establishments in any state every two years.® NDA/ANDA pre-approval 
inspections are conducted for specific new products, but domestic facilities also receive periodic, 
unannounced inspections for cGMP compliance. Based on CDER inspection statistics of 1999- 
2003 (Table I below), and the estimated number of domestic manufacturing sites registered, it 


^ Federal Food, Drug and Cosmetic ActfFDCA) § 510, 21 C.F.R. § 207.20, 21 CJ.R. § 207.20. 

* Kristen Evans, CDER 2005 Compliance Update, 29“* International cGMP Conference, Univ. of Georgia, March 
2005. 

^ Kristen Evans, CDER 2005 Compliance Update, 29* International cGMP Conference, Univ. of Georgia, March 
2005 

■' See id. 

’ See Government Executive at http://www.govexec.conVdailyfed/1204/121404cdpml .htra {last visited October 
20, 2005). The proportion of APIs that are imported is even higher; at least 80 percent of APIs used by U.S. 
manufacturers to produce prescription dnigs are imported. See GAO/HEHS-98-2 1 : General Accounting OfBce, 
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of 
Representatives, Food And Drug Administration, Improvements Needed in the Foreign Drug Inspection Program 
(March 1998) (hereinafter 1998 GAO report]. 

‘ www.fda.gov/cder/dmfi'index.htm 
’ Sec FDCA§50!(aX2XB). 

* Sec FDCA§ 510(h). 
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appears that FDA is reasonably close in meeting the biennial inspections mandated of the 
domestic facilities. 


Tablet 

CDER Manufacturing Plant Inspections 


Fiscal Year 

Domestic Inspections 

Foreign 

Inspections 

NIJA/ANDA 

cGMP 

1999 

2548 

1844 

220 

2000 

2229 

1436 

248 

2001 

2090 

1497 

249 

2002 

■2166 

1519 

210 

2003 

; 1453 

1512 

184 

2004 

■ ; 1-375 

1825 

184 


Source: CDER Reports to die Nation (for years 1999 to 2004) 


FDA is not required to inspect foreign facilities every two years for the simple reason that FDA 
has no authority to enter a facility in a sovereign country unless invited. ^ partial compensation 
for FDA’s lack of authority to inspect foreign facilities, the statute invites FDA to enter into 
cooperative arrangements with foreign officials to determine whether drug(s) should be refused 
admission into the United States.’ Nonetheless, FDA is falhng short of meeting its 
responsibility to safeguard the public from adulterated or misbranded drugs manufectured or 
processed at foreign facilities. Even thou^ as much as 80 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are imported,’’ the Agency inspects foreign API 
suppliers and foreign suppliers of drug products for OTC applications infrequently, if at all. 
Indeed, inspections of foreign pharmaceutical manufacturers occur with far less frequency than 
the two-year interval Congress deems necessary for domestic manufecturers. 

In fact, at the current rate of inspection, a foreign manufacturer is unlikely to be inspected for 
cGMP compliance at all, unless the firm is listed in an ANDA/NDA. In October 2000, Jane M 
Henney, M.D. testified before the Subcommittee on Oversight and Investigation that based on 
the Establishment Evaluation System dat^ase, 242 foreign API manufacturers, in 36 countries, 
appeared to have exported products into the U.S. in 1999, without having been inspected by 
EDA." Forty-six of these firms were located in China and Hong Kong and eleven in India; 
according to 2004 data, firms in these countries now account for 49% of the drugs consumed in 
the U.S. It is worthy to note that the final rule requiring registration of foreign establishments 
did not take effect until February 11, 2002; therefore, the actual number of foreign facilities not 
inspected by the FDA may have been substantially higher than 242. 

According to FDA’s Center for Drug Evaluation and ReSfearch (CDER) Office of Compliance, 

90 percent of the international drug inspections of facilities were limited to “pre-approval” 


’feeFDCA §510(t). 

See 1998 GAO report, supra note 5. 

’ ' Jane M. Henney, M.D., Testimony to Chainnan Fred Upton, Subcomnuttee on Oversight and Investigations, 
House of Representatives, October 3, 2000. 
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inspections, with the remainder being cGMP compliance or post-approval surveillance.'^ Thus, 
a majority of the foreign tog maiiufacturing sites werei not inspect^ for cGMP compliance at 
all, and those that were inspected had little or no follovv-up on the corrective action implemented 
in response to previous inspections. 

In China and Mia, for example,; piore than five years may elapse between FDA inspections of a 
drug manufacturer. Moreover, FDA is still experiencing delays in taking enforcement action 
against foreign pharmaceutical manufacturers. In one case, FDA allowed a manufacturer in 
India to continue exporting its products to the United States despite an investigator's finding that 
the manufacturer could not adequtdely test for impurities in its product and water system; nearly 
two years passed before FDA determined that enforcement action had never been taken against 
this manufacturer. 

Statistics also show the number of Form 483s issued to foreign firms after an inspection is 
significantly higher in percentage than are issued to domestic firms’^ and serious deviations from 
GMPs were identified mote often in foreign than U.S. pre-approval inspections.'* If there had 
been enough cGMP inspections of foreign firms to generate comparable statistics, it is 
reasonable to assume that the hi^er violation rate for foreign facilities would be repeated. 

Foreign facilities, in general, pose a greater risk to public safety because when a facility is 
inspected infirequently, as is the case for foreign manufacturers, there is a natural tendency for 
management to become complacent that what was adequate at the last inspection is still 
adequate. In the absence of a credible threat of reasonably fireqUent inspections, the “c” in cGMP 
gets lost. Maintaining cGMP compliance requires constant effort and vi^lance. Minor 
deviations may not cause any apparent lack of quality, but it is a well-paved road fi'om minor 
deviations to serious quality failures. Each step away fi-Om cGMP compliance appears to be a 
short term cost savings. Withouticreditable regulatory oyersight, profits can displace the 
assurance of cGMP. Furthermore, the consequences for a foreign firm that fails an FDA 
inspection is loss of the US market; however, if a foreign firm complies with local laws, it may 
continue to operate and produce for its own domestic, and many other, markets. This, of course, 
is not the situation for U.S. tog manufacturers, which risk a much greater penalty for failing 
EDA inspections. 

B. Risk-Based Inspection Ranking 

FDA has stated that as part of its cGMPs for the 21'* Century Initiative, it will pilot a risk-based 
inspection model for prioritizing drug manufacturing establishments for routine inspection.'* We 

Charles M. Edwards, FDA Intemaliortal Inspections, 21* International cGMP Conference, Univ. of Georgia, 
March 2003. 

” See 1998 GAO report, supra note 5. 

See id.; see also Philip S. CangtbeU, 2004 Inspection Records & Compliance Issues, 29* International cGMP 
Conference, Univ. of Georgia, March 2005 

See 1998 GAO report, supra note 5. 

See FDA’s Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites - A 
Pilot Risk Ranking Model (September, 2064), available at httpy/www.fda.gov/cder/gmp/gn^2004/risk_based.pdf. 
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understand that as part of this initiative, the Agency has started using a computer program to 
select manufacturers for inspection, which ranks domestic fiKjlitiies,.asing risk factors such as 
specific product, processes usedj recalls, violation history, and contamination potential. ” We 
also understand that the agency will use this prowam for foreign mtuiufacturers in 2006, but will 
rank domestic and foreign, facilities separately.’* In this regar4 we urge FDA to risk-rank 
domestic and foreign facilities together. Additionally, we request that, based on the 
considerations noted above, the Agency specifically list “foreign facility” as a significant risk 
factor for purposes of its tisk-bas^ approach to inspections. Such action wiU assure that 
resources are actually allocated Consistent with the risk, and thereby reduce the likelihood that 
quality problems associated with drugs would lead to injury, and even death, as happened in 
1998-1999, when seventeen patients who were treated with gentamicin sulfate died - the 
common denominator linked to the deaths was the API of the drug originated from a Chinese 
supplier with varying levels of endotoxin and notable chemical impurities.’® 

One difficulty that may be perceived with risk ranking foreign and domestic firms together, 
however, is FDA’s lack of authority to demand access to foreign facilities. In theory, this lack of 
authority could undermine the unified rankings because FDA would have to skip over facilities 
to which it could not gain access: In our opinion, this problem is more theoretical than real, at 
least in the case of facilities that are named in approved New Drug Applications. Foreign 
facilities that supply NDA holders typically est^Iish Drug Master Files (DMFs) that describe 
the portions of the chemistry, manufacturing, and control operations associated with new drug 
production performed at the site. Because information provided in a DMF is incorporated by 
reference into the customer’s New Drug Application, if a supplier were to deny access to FDA, 
for example to check recoids, the customer’s NDA would be in jeopardy. As a result, the 
relationship between supplier and NDA holder (customer) gives FDA leverage over the 
suppliers — leverage that can be used to gain access to foreign suppliers. 

C. Impurity Monitoring as a Surrogate for cGMP Inspections 

A different approach, however, is required for foreign establishments that supply products other 
than those subject to a NDA. Most over-the-counter (OTC) drugs are not the subject of NDAs 
and AND As; rather, they are marketed pursuant to regulations referred to as “monographs” or an 
enforcement policy pening adoption of a final monogr^h.^” Because there are no regulatory 
pre-approval barriers to entry for these products, foimulators are fi'ee to source raw materials 
from any manufacturer and may change suppliers freely and frequently to obtain the lowest cost 
of goods. Quality assurance is a good investment only if there is a higher price to pay for poor 


See presentation by Alicia Mozzachio: FDA inspector, APIs and the Foreign Inspection Program, at SOCMA’s 
cGMP Conqtliance Conference for Pharniaceutical Ingredient Suppheis, Oct., 6, 2004 see also Pat Phibbs, U.S., 
Foreign Firms Ranked Separately in Tool FDA Uses to Target Inspections, Daily Report for Executives, Oct 1 1 , 
2005. 

See id. 

A review of all the evidence indicated it was unlikely that endotoxin alone was responsible, but that it might have 
acted synergistically with a non-endotoxin pyrogen. See lames F. Cooper, LAL Times, Pyrogenic Reactions to IV 
Gentamicin, Deceiver 1999; see also Steve Sternberg, USA Today, FDA Probe Into Antibiotic Deaths Called 
Inadequate, May 11, 2000. 

“21 C.F.R.Part 330. 
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quality. In the absence of effective oversight, quality assurance investments become unnecessary 
and unrecoverable costs. As lonig as the only pto4uction of imported nmngraphed products (or 
ingredients) that are offered for import to the U.S meet'pie sqtplicable specification requirements 
of the U.S. Pharmacopeia, there is virtudly no incentive for such manufacturers to even 
implement GMP, let alone invest the time and attention required to stay up to date with cGMP.^' 

Indeed, if an OTC product or its components are manufectured in a foreign facility, the risk 
factors discussed above with respect to foreign suppliers to NDA/AMJA holders are further 
amplified. At this time, use of uhproven or hazardous excipients in foe formulations is possible 
because there currently is no systematic mechanism for detection or prevention of their use in 
such products. Additionally, just; because adverse events are not associated with an OTC, does 
not mean there are no additional risks associated with foreign sites. Adverse events are difficult 
to correlate to an actual source of problem, especially considering that many OTC manufacturers 
may use numerous different suppliers over time for foe same product with the same API and 
adverse effects of poor quality OTCs could take considerable time to ^ear. 

Since cGMP non-compliance can be inferred by observing inconsistent impurity profiles in 
different batches of products, we ask that FDA implement a program to monitor foe impurity 
profiles of imported OTC drugs for patterns that create foe appearance of underlying cGMP 
violations. We recommend that FDA coordinate the priorities for this program based on the risk 
ranking of foe facility that produces the product. 

D. Conclnsion 

While foe FY 2006 budget was signed into law on November 10, 2005/^ we understand that the 
2006 budget with regard to the foreign inspection programs is still unclear but, based on foe 
proposed 2006 budget,^ likely iiKludes cuts to nearly all FDA’s inspection programs, potentially 
reducing the foreign drug establishment inspection program by 5.8%. We sympathize with 
FDA’s limitations in resources, but believe that if the agency is to fulfill its mandate to protect 
US consumers, it is imperative that foe foreign manufacturing facilities responsible for exporting 
80% of the bulk APIs into U.S. be inspected, at a minimum, to foe same extent as domestic 
facilities. As Bernard Schwetz, D.V.M., Ph.D., Acting Principal Deputy Commissioner of FDA 
in 2001 stated, “FDA must improve foreign inspection and physical inspection coverage and 
oversight of foreign producers to be able to maintain the safety of products on that [sic] market 
that we believe Americans expect and demand.”^^ 


Although it is common for drug product manufacturers in the U,S. to qualify their si^liers, there is no explicit 
regulatoiy requirement for such inspectitnis. <5f, 2 1 C.F.R. Part 211. 

“ See: PL 109-97 htq!://&webgate.access.gpo.gov/cgi- 
bin/getdoc.cgi?dbname“109_cong_public_iaws&docid=f:publ097. 109.pdf 

“ Julie Appleby, USA Today, Budget Ctib FDA Safety Checks, Feb. 14, 2005. 

“ Bernard Schwetz, D.V At., Ph,p, Acting Principal Deputy Commissioner, FDA, Testimony before the U.S. House 
of Representatives Committee on Appropriations, Subcommittee on Agriculture, Rural Development, and Related 
Agencies, March S, 2001 . 
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We urge EDA to properly allocate its lirnited resonrces to reduce the overall risk to consumers. 
FDA could increase the compliance stakes for foreign establishments by more aggressively 
exercising its prerogative under 21 U.S.C. § 381(a) to refuse entry to products that ^pear 
adulterated. Warning Letters resource consuming formal enforcement efforts are not 
prerequisites to keeping suspect foreign drug products out of domestic commerce. Exercising 
this prerogative does not impose a significant burden on the budget and will raise the compliance 
stakes for foreign manufactures.; 

Although nearly half of all dmga marketed in the U.S. are produced or manufactured in foreign 
facilities, and tWs number is rapidly increasing, the vast majority of EDA inspections occur 
domestically. Neglecting to adequately inspect foreign drug establishments not only places 
domestic pharmaceutical manufacturers at an economic disadvmitage, it also clearly places U.S. 
consumers and patients at risk. Contaminated gentamicin from a foreign drug supplier was the 
apparent cause of seventeen deafos in 1998-1999. ^guably, insufficiently aggressive foreign 
drug establishment inspections led to the flu vaccine shortage last fall. In order to help protect 
Americans from facing more crises due to unsafe drugs,- the BPTF urges FDA: 1) to utilize its 
authority to refuse entry under 2l U.S.C. § 381(a) to products that ^pear adulterated; 2) to rank 
foreign and domestic drug manufacturing firms together according to FDA’s risk-based sgrpto^ch 
to inspections; 3) to list “foreign facility” as a significant risk factor for purposes of its risk-based 
approach; and 4) to implement a program of monitoring! the impurity profiles of imported over- 
the-coimter (OTC) drugs for patterns that create the appearance of underlying problems with 
current good manufacturing practices (cGMP). 

III. ENVIRONMENTAL IMPACT STATEMENT 

The action requested does not involve the introduction of any substance into the environment and 
is subject to categorical exclusion of 21 C.F.R. § 25.30(a) because it involves inspections. To 
the petitioner’s knowledge, no extraordinary circumstances exist. 

IV. ECONOMIC IMPACT STATEMENT 

An economic impact statement is not required at this time. 

» * * 

The undersigned certify that, to the best of her knowledge and beliefs, this petition includes all 
information and views on which foe petition relies, and foat it includes representative data and 
information known to the petitioners which are unfavorable to foe petition. 


Respectfully submitted, 

Barbara Zinck, Chair 

Bulk Pharmaceuticals Task Force 
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Mr. Stupak. Thank you, Mr. Dubeck. Mr. Downey, please, for 
opening statement. Your full statement is in the record, so if you 
could summarize and keep it to five minutes, we would appreciate 
it. 

TESTIMONY OF BRUCE DOWNEY, CHAIRMAN AND CEO, BARR 

PHARMACEUTICALS, INC., AND CHAIRMAN, GENERIC PHAR- 
MACEUTICAL ASSOCIATION 

Mr. Downey. Yes, thank you, Mr. Chairman. I am Bruce Dow- 
ney. I am Chairman and CEO of Barr Pharmaceuticals. Barr pro- 
duces hundreds of prescription drugs here in the United States and 
Europe, both brand and generic, both finished goods and APIs, so 
I think we have a broad range of experience that is relevant to the 
committee’s consideration today. In fact, in the U.S., we market 
nearly 5 to 6 billion tablets a year, so we have quite a bit of experi- 
ence. I am also chairman of the GPhA, which is a generic trade as- 
sociation which represents companies that produce over 95 percent 
of the generic pharmaceuticals sold in the United States. 

And I would like to comment on one part of the testimony earlier 
this morning. I think it is not correct to say that you can’t buy 
products that aren’t made in China. I mean, if you look at the larg- 
est members of our association, Barr, Watson, Teva, Mylan, 
Sandoz, none of those companies make finished goods in China, 
and the overwhelming majority are made either in the United 
States or Europe or Israel. So I think that part of the testimony 
wasn’t correct. 

But it is important to testify today on the committee’s issue of 
FDA foreign inspections, and I think one thing is clear to me, and 
I think it was clear to the panels before me, that there is no jus- 
tification for having fewer inspections of foreign facilities than we 
have of domestic facilities. And I say that as someone who is re- 
sponsible for both. They pose equal risks. There just simply is no 
justification for that. 

The question I think is most important is what is the appropriate 
level of oversight, and what are the different kinds of risks we are 
trying to manage? And I think there was some confusion this 
morning in testimony about two very different kinds of risks that 
require two very different kinds of responses. One risk is, in terms 
of number of incidents, is quite small. That is the risk of counter- 
feit. Compared to lawfully produced drugs, it is a quite small 
amount, but it is also the group that proposes the greatest risk. 
And inspection is not the answer to counterfeit drugs. People who 
make counterfeit products don’t register their facilities in the data- 
base at FDA, the 6,000 or 3,000-firm database. They try to avoid 
detection, so the response for counterfeiting is to discover the coun- 
terfeiter and put them out of business. I mean, inspection is really 
not the issue. And the second issue is how do you review the com- 
pliance of lawful manufacturers, who have registered with the 
FDA, who have gone through the FDA approval process, and what 
is the appropriate role of inspection in monitoring their compliance 
with their overall commitments? 

I think that, first and foremost, we have to allocate the amount 
of resources necessary to ferret out and put counterfeiters out of 
business. They pose the greatest risk, and that isn’t necessarily for- 
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eign inspectors so much as investigators, the criminal investigation 
group at FDA, international law enforcement authorities, and I 
think there we need to provide whatever resources are necessary 
to make sure that risk is completely covered. 

If you look at the second risk, the risk posed by FDA-regulated 
companies, I think today Mr. Hubbard mentioned, and I think he 
is right, we have an incredibly safe system. We have a system be- 
cause testing and inspection is only one very small component of 
the overall FDA-regulated process. Now I would just like to go 
through it for you so you get a sense of how comprehensive it is. 

In the development area, for example, we inspect all of our raw 
material suppliers’ active ingredients before we even take in sam- 
ples. Once we receive the samples, we work with the raw material 
manufacturers developing appropriate specifications for that com- 
pound, which are incorporated into our section of either the NDA 
or the ANDA file at FDA, and our raw material supplier incor- 
porates that in the DMF, which is filed with the FDA. Those speci- 
fications and all the other components of the application are re- 
viewed and approved by the FDA, and our commitment is to manu- 
facture our products in conformity with those specifications and the 
processes that are part of our application. 

Once the application is approved, and we continue to market the 
product, we routinely inspect our raw material suppliers, on aver- 
age about every 3 years. We have a staff of 12 inspectors, covering 
the globe, inspecting our raw material suppliers, and they are sup- 
ported by support staff and the like. So we do that self-policing, 
and FDA expects us to do that self-policing. I think it is different 
in the toy industry or other kinds of industries. That is the require- 
ment of part of our obligation to be in FDA compliance, and we 
take that very seriously. 

And once we are in production, as we receive lots of raw mate- 
rial, we receive a certificate of analysis from our producer, and we 
retest that lot so that we confirm the test results obtained by the 
raw material supplier, and then as that raw material is incor- 
porated into finished goods, it is tested in process, and it is tested 
as finished good release and ultimately tested on stability to ensure 
that it remains potent through its shelf life. So there is an enor- 
mous amount of testing in the Rx system that ensures that prod- 
ucts that we sell and present to consumers meet the requirements 
that we have in our applications. 

And then once we get into post-marketing, we have to monitor 
adverse events, we have to investigate complaints we receive from 
pharmacists, physicians, patients. We conduct annual reviews on 
all of our products which analyze the test results of all the batches 
from the previous year, compare them with batches from years be- 
fore that. We look at any complaints we have received and the ad- 
verse events. So we have a comprehensive review on each, indi- 
vidual product to satisfy ourselves that the product is being made 
safely and appropriately. 

So I think in terms of inspections in the United States, we have 
five production facilities, and we have had seven inspections, GMP 
inspections, in the last 18 months. If you look abroad, I think you 
heard the testimony today, it is far less frequent, and I think the 
key element that I would like to leave you with is there is just sim- 
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ply no justification for that. I think that we have a very safe sys- 
tem because of all the safeguards built in. Inspections are one com- 
ponent, but not even the most important component of that system. 
It is important, but it should be spread evenly across the globe. 

I would say that, if I were in charge of the overall inspection pro- 
gram and I heard the testimony today, I would tomorrow morning 
reallocate resources that were being used to inspect domestically to 
foreign inspections, because there is no justification for that dis- 
parity, and I would then try and work to get the additional re- 
sources to have all the facilities inspected at the frequency that we 
thought would be appropriate. And I think there are different ways 
to raise those resources. One is the direct appropriations. Second 
is through a user fee pro^am that could be expanded to generic 
products and to raw material suppliers. And then third is your leg- 
islation, Mr. Stupak. I would think that is a way to raise the funds. 
I don’t think it is probably the preferred way, and I would suggest 
that the focus not be on further testing of the material but in de- 
veloping the infrastructure that was described this morning, the 
computer systems to monitor products as they move through the 
system, and ultimately to have enough inspectors to conduct the 
frequency of inspections you would like to have both here and 
abroad. 

Just one last point, I think there is no justification either for 
having a different standard for OTC products and Rx products. We 
are generally in the Rx business, but people take products either 
way, and I think they pose similar risks and should be similarly 
treated. 

[The prepared statement of Mr. Downey follows:] 
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Good morning Chairman Stupak, Ranking Member Whitfield and Members 
of the House Subcommittee on Oversight and Investigations. Thank you for 
inviting me to discuss FDA’s Foreign Drug Inspection Program - a program that is 
critical to ensuring the integrity of the American drug supply. 

My name is Bruce Downey and I am Chairman and Chief Executive Officer 
of Barr Pharmaceuticals, a leading global manufacturer of generic and brand name 
prescription drugs, as well as over-the-counter medicines. Barr currently operates 
in more than 30 countries, with manufacturing and packaging operations of 
finished dosage forms in multiple sites in the United States, and manufacturing of 
Active Pharmaceutical Ingredients (APIs) and finished dosage form products in 
Croatia, Poland and the Czech Republic. 

I am also Chairman of the Generic Pharmaceutical Association, which 
represents domestic and multinational companies that manufacture ninety (90) 
percent of the FDA-approved generic pharmaceuticals dispensed in the United 
States, as well as active ingredient suppliers for this market. 
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The U.S. generic pharmaceutical industry is committed to ensuring that the 
medicines we provide to consumers are of the highest quality and safe and 
effective for their intended use. In the United States, patients have rightfully come 
to expect that when they go to their local pharmacy counter they will receive the 
highest quality, FDA-approved prescription drug products in the world. 

Millions of Americans rely on FDA-approved medicines everyday to 
improve their quality of life, treat illnesses and extend life. High-quality, 
affordable FDA- approved generic drugs have opened the doors for access to 
needed medicines for countless of our citizens, especially seniors, many of whom 
could not previously afford their medications. The record is clear that FDA- 
approved generic drugs consistently offer the same quality, safety and therapeutic 
effectiveness as their brand counterparts and, in the process, save tens of billions of 
dollars each year for insurers, taxpayers, Medicaid and Medicare, and cash-paying 
consumers. 

I believe that I can speak on behalf of the generic pharmaceutical industry 


when I assure this committee that our industry invests hundreds of millions of 
dollars annually into state-of-the-art research and development and manufacturing 
facilities; maintaining complex operational infrastructures to ensure product 
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quality and efficacy; retaining highly skilled and dedicated employees; and 
developing and implementing extensive quality control systems. Last year, 63% of 
the 3.6 billion new and renewal prescriptions dispensed in the U.S. were filled with 
generics. That's approximately 2.3 billion generic prescriptions that were used 
safely and effectively by patients and consumers across the country. 

We manufacture our products to exacting standards — lot-to-lot — that have 
been reviewed and approved by FDA through the drug application process. Over 
the last decade, our highly regulated industry has demonstrated its commitment to 
adhering to the highest quality standards for prescription drugs in the world - and 
our compliance track record over the last five years is second to none. 

As Chairman of a multinational, global company. I’m here today to applaud 
the bipartisan efforts of this Committee in taking an affirmative oversight role with 
respect to the integrity of this nation’s prescription drug supply and to reiterate our 
long standing commitment to doing our part. 

In my testimony, I want to make several key points. 
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First, changes to the FDA Foreign Inspection process must recognize that 
the U.S. generic pharmaceutical review and approval system is very sound and is 
not broken, and that any modifications to Foreign Inspections must be undertaken 
in a maimer that ensures a fair and level playing field. As a trusted pharmaceutical 
company, Barr, as well as all of the members of the generic pharmaceutical 
industry, are committed to ensuring that only the highest quality products, 
approved by the FDA, reach American consumers. We must meet very exacting 
product manufacturing and testing standards to ensure this and we hold our 
suppliers and active pharmaceutical ingredient suppliers to very exacting 
standards. We are perhaps the most highly regulated aspect of the current system, 
from the FDA requirements related to product development, application filing, 
final approval and post-marketing surveillance. 

Second, while we applaud the FDA’s ongoing efforts to remove unapproved 
products from the market, additional measures must be taken to prevent all 
counterfeit and imapproved products from being marketed to U.S. consumers and 
placing them at risk. This situation is untenable and must be addressed. We have 
several proposals to offer to assist this committee, and the FDA, in closing these 
gaps. 
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Third, we must meet very exacting product manufacturing and testing 
standards to ensure this. We are committed to working with this committee, as 
well as all members of Congress and the FDA, to implement needed and 
appropriate changes that will result in a system that treats all manufacturers, and all 
parts of the pharmaceutical supply chain, equally with respect to the integrity of all 
medicines. 

Changes to the FDA Foreign Inspection process must recognize that the 
domestic system we adhere to is the best in the world and that any modifications 
must ensure a fair and level playing field with the goal of ensuring access, safety 
and efficacy. 

We support the goal to give FDA adequate resources to test products, inspect 
facilities and perform the requisite oversight of foreign finished dosage forms and 
API manufacturers. I want to state for the record, however obvious, that quality 
cannot be tested into the product at the border. Foreign inspection must be as 
inclusive and robust as the strictly controlled processes that FDA requires of 
domestic manufacturers, including the assurance that products are made in 
facilities that have the proper core competencies, laboratories, and operational 
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manufacturing and quality systems to ensure total control over every facet of the 
development and manufacturing of every product we market. 

BACKGROUND 

Manufacturers of FDA-approved drug products operate in a highly regulated 
environment. FDA promulgates strict rules governing the development, 
manufacture, approval, packaging, marketing and post-marketing surveillance of 
prescription drags. And to ensure the highest purity and quality, FDA has in place 
rigorous inspection standards for facilities that manufacture and supply 
prescription drags. 

While these stringent regulations apply equally to all brand, generic and 
biological prescription drags approved by the FDA, there are drugs sold today in 
the U.S. without FDA’s approval. These unapproved and unregulated products 
include, but are not limited to, counterfeit drugs and certain prescription drugs sold 
over the internet. 

As this Committee knows, federal law requires that generic drags have the 
same active ingredients, same dosage form, same standards for purity and quality. 
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same standards for manufacturing, and same amount of medicine absorbed into the 
body over the same time as the equivalent brand product. 

In other words, to receive FDA approval, the FDA-approved generic must 
perform in the patient in the same manner as the innovator drug. This means the 
same amount of active ingredient must reach the bloodstream in the same time as 
the brand, and must remain in the bloodstream for the same length of time as the 
brand. While generics may occasionally be a slightly different size, shape or color 
than their brand counterparts to avoid trade-dress issues, these cosmetic differences 
have no impact on the safety or effectiveness of a generic prescription drug. 

As the CEO of a company that manufactures both brand and generic 
prescription drugs, I can attest that the approval process for generics is equally as 
rigorous as it is for brand drugs. I can say further that all prescription drug 
manufacturers, both brand and generic, expend considerable resources for self- 
policing their operations through the auditing of vendors, testing of incoming 
materials, and completing quality programs in order to comply with FDA 
regulations. 
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The penalties for non-compliance are significant. Here in the U.S., CEOs 
and other senior management can be held criminally liable for any misconduct 
related to manufacturing prescription drugs. In addition, non-compliance can 
result in business interruptions that can cost tens of millions of dollars in earnings 
and can severely damage reputations. 

INSPECTIONS 


The Federal Food, Dmg and Cosmetic Act (FDCA) requires FDA to conduct 
Current Good Manufacturing Practice (cGMP) inspections of all domestic 
prescription drug manufacturing sites every two (2) years. CGMP inspections 
provide the assurance that each product we market has the same quality, strength 
and purity as the product approved by FDA and that it is manufactured and tested 
in accordance to exact FDA-approved methods and standards. 

In addition, in our highly regulated sector, there are also pre-approval 
product inspections for both brand and generic products - products that are subject 
to abbreviated or new drug applications. And there are the unannounced, periodic 
inspections to ensure companies continually remain cGMP compliant, and these 
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inspections can take anywhere from several weeks to months. Inspections are a 
vital component of the regulations that govern the brand and generic industries. 

Unfortunately, FDA faces the serious challenge of having severely limited 
resources to imdertake the much needed inspections of foreign facilities that 
manufacture finished dose and active pharmaceutical ingredients supplied to the 
U.S. market. Recent data presented by the FDA shows that while the number of 
foreign sites exporting pharmaceutical products to the U.S. has increased 
dramatically over the past decade, the number of FDA inspections of these sites 
has declined. ‘ 

For instance, in 2000 there were 1,436 cGMP inspections of domestic drug 
manufacturers and 248 foreign inspections. By 2004, the number of domestic 
inspections had risen to 1,825, but the number of foreign inspections had dropped 
to 184. ^ These data are more striking when considering that, in 2004, there were 
2,700 foreign drug manufacturers registered with the FDA, compared to 3,300 
registered domestic manufacturers.^ 


^ FDA Perspective: High Priority Topics & Future Directions, Deborah Autor, Director, CDER Office of 
Compliance, October 10, 2007. 

^ CDER Reports to the Nation, 2004. 

^ Citizen Petition, Synthetic Organic Chemical Manufacturers Association, January 24, 2006, pg. 2. 
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In direct contrast to domestic inspections, foreign inspections are generally 
announced to the company many weeks, if not months, prior to that inspection, and 
only last for three (3) to five (5) days, with little to no follow-up inspections. By 
comparison, domestic inspections are unannounced, and frequently last longer than 
5 days — many routine domestic inspections can last for weeks. 

A significant cause for the inadequate foreign inspection rate is that the U.S. 
has no statutory requirement that overseas plants be inspected. Further, FDA 
has no jurisdiction over foreign facilities. The FDA just does not have the 
manpower or financial resources needed to conduct even a reasonable number of 
foreign inspections. Indeed, FDA Deputy Commissioner Randall Lutter, in 
September testimony to the Committee on Energy and Commerce, remarked that 
some foreign companies that export medicines to the U.S. have not been inspected 
by the FDA in as many as 10 years. Furthermore, FDA has no inspectors 
permanently dispatched to India and China, despite these nations’ rapidly 
expanding pharmaceutical industries. And lastly, when foreign facilities do get 
inspected, the outstanding question is whether FDA applies a lesser cGMP 
standard to those facilities than to domestics.'' 


^ See 1993 FDA internal memorandum and 1998 GAO report. 
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This imbalance between domestic and foreign inspections creates a potential 
competitive advantage for manufacturers operating overseas where inspections are 
less frequent and liability less risky. Therefore, leveling the playing field in terms 
of domestic and foreign inspections should be one of the objectives as we move 
forward with this effort. 

FDA APPROVAL OF RAW MATERIALS 
USED IN GENERIC APPLICATIONS 


A critical component of generic pharmaceutical development, approval and 
marketing in the United States is the sourcing of the active pharmaceutical 
ingredient in the generic product. Here, ensuring that the source of the API can 
provide an approvable, reliable source of active ingredient is critical to success for 
the generic pharmaceutical manufacturer. 

GMP compliance of the API manufacturer is critical. If a GMP deficiency is 
found at the API manufacturer, the approval of a generic product is delayed. 
Frequently, a generic manufacturer in the U.S. will invest in the processes 
necessary to ensure GMP compliance in its API suppliers. However, the API 
supplier must be GMP compliant before production can begin on the active 
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pharmaceutical ingredient that is to be included in the generic company’s 
application for approval with the FDA. 

Once GMP compliance is assured, the generic pharmaceutical company 
analytical research scientists analyze incoming materials to ensure that current and 
future supplies will consistently comply with quality requirements, including 
stability and process requirements. Sophisticated analytical methods are developed 
and implemented to ensure purity and quality. All of these sophisticated, scientific 
requirements become part of the Drug Master File, referenced in the generic 
application. This ensures the quality and purity of the active pharmaceutical 
ingredient in FDA-approved generic drugs. 

U.S. GENERIC PHARMACEUTICAL COMPANIES SELF-POLICE 
THEIR PROCESSES AND PRODUCTS 


In addition to FDA and numerous other regulatory requirements, generic 
manufacturers invest heavily in self-policing the sources of material and processes 
used. To assure the purity of the active and other ingredients, generic 
pharmaceutical manufacturers extensively conduct due diligence throughout the 
supply chain. The industry audits vendors to assure the quality and purity of all 
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active ingredients and other raw materials used in its manufacturing of prescription 
pharmaceutical products, including rigorous testing of incoming materials and 
assuring purity with Certificates of Analyses. 

I strongly urge Congress to recognize the need to increase foreign inspection 
resources without cannibalizing the inspection of the generic pharmaceutical API 
supply chain. 

While the generic prescription pharmaceutical industry takes extensive steps 
to ensure that our source materials and finished drug products are of the highest 
quality and are safe and effective for their intended use, FDA can and should 
supplement our actions with routine compliance inspections to: (1) validate our 
determinations of suppliers’ compliance; (2) shore up potential missed system 
deficiencies; (3) facilitate pre-approval product inspections in a timely manner. 


RECOMMENDATIONS 

We recognize the risk of foreign-made, inadequately inspected, active 


chemical ingredients and finish dose drugs being introduced into the American 
supply chain. We support the laudable goal and underlying tenets of Congressman 
Dingell’s Food and Drug Import Safety Act of 2007, H.R.3610. To this end, we 
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strongly support providing substantial funding to FDA’s foreign inspection 
program, to ensure that FDA’s quality standard is the world’s gold standard. But 
we respectfully remind this subcommittee that any initiatives designed to improve 
the quality of products purchased by consumers must balance the benefits of the 
current processes under which America’s generic pharmaceutical industry has built 
a bond of trust and service to consumers. 

Modifications that would disproportionately place the burden on the generic 
pharmaceutical sector, such as the import line item fee or any other measure that 
would negatively impact the ability of companies to source high quality raw 
materials, could have negative consequences to our industry’s ability to get new, 
affordable, FDA-approved generic products to market on a timely basis. 

As I previously stated, while we believe that our FDA-approved prescription 
products adhere to the highest quality standards in the world, there is room for 
significant improvement in FDA’s foreign inspection program. Our 
recommendations for improvements are as follows: 

1 . The consideration of new funding sources, including discussion of the value 
of potential user fees applied broadly and fairly. Such a system, if carefully 
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crafted and implemented, could ensure that FDA has the requisite resources 
to conduct cGMP and pre-approval foreign inspections of foreign facilities 
to the same extent and same rate and to the same standard as that of 
domestic companies. 

2, The consideration of a DMF Type II; API user fee or API establishment fee 
to ensure that FDA has the necessary resources to conduct inspections of 
API suppliers. Under this proposal, the user fee could be a source of 
funding for increasing the foreign inspection safety net, with companies 
forfeiting a portion of their user fee if a DMF application was found to be 
materially deficient. Additionally, the allocation of a payment as part of a 
separate user fee structure would ensure that FDA had sufficient funds to 
inspect all entities in the business of APIs as well as finished prescription 
drug products, and would further motivate API manufacturers to ensure the 
quality of API and other raw materials targeted for the United States. 

3. We also would propose that in the interim, FDA continue to implement a 
Risk Based Inspection System for better allocation of currently scarce 
resources, based on both the portfolio of products produced and the record of 
compliance. Under this system, FDA would concentrate efforts on 
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inspections of companies producing complex products, as well as records of 
compliance. Companies with strong records of compliance and positive 
inspections would be permitted to proceed to market with their products in 
the U.S. based upon this track record, without delays resulting from waiting 
for FDA pre-approval or surveillance inspections on every product. At the 
same time, this system would ensure that questionable or problematic 
facilities receive a comprehensive review and evaluation. 


SUMMARY 

Ameriea’s generic pharmaceutical companies have a legal responsibility to 
ensure that our products are of the highest quality and are safe and effective. If we 
did not meet the rigorous requirements imposed by the FDA, our products could 
not receive approval and could not reach consumers. 

As a result of FDA regulations, the generic pharmaceutical supply chain is 
perhaps the most rigorously tested process in product manufacturing in the world. 
In addition, we also have a fiduciary responsibility to our shareholders and a 
commitment to the public trust. That is why, in addition to the layers of 
specifications we meet for FDA approval, we are also committed to comprehensive 
internal auditing, evaluation, testing and due diligence programs to ensure that all 
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materials, including the active ingredients, are being procured from cGMP 
compliant facilities and meet FDA and our standards. 

We are also consumers. And we fully recognize the need for increasing 
FDA inspection of products that are arriving in the United States, and are used by 
all consumers, that do not have the same hurdles to overcome as generic 
medicines. As an industry, we are committed to working with Congress to ensure 
that FDA has adequate resources to conduct foreign inspections that ensure not 
only the quality of our products, but of foreign-produced products as well. 

In making this commitment to Congress, we are cognizant of the fact that 
balancing these competing demands for resources from FDA foreign inspectors 
could place the timely availability of U.S. generic pharmaceuticals at risk for 
delays. Therefore, our recommendations clearly support initiatives that recognize 
the rigorous nature of the regulations that we must meet, but also the need to 
formulate solutions that do not unintentionally damage our ability to supply high 
quality, effective and less costly medicine to consumers in a timely manner. 

We seek to ensure that any modifications to the Foreign Inspection Process 
recognize the efforts expended by the generic pharmaceutical industry, and the 
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assurance of this committee that any modifications to the system will treat all 
manufacturers and all parts of the process equally. Failure to infuse adequate 
resources and implement reform measures will perpetuate a system where there is 
one standard for domestic FDA-approved prescription drug manufacturers and a 
lesser standard for foreign manufacturers. Our Foreign Inspection Process is only 
as strong as its weakest link, and we encourage this committee to focus on those 
areas where gaps of resources currently permit unapproved and unregulated 
products, including counterfeit drugs, to reach consumers. 

Thank you. I would be happy to address any questions of the Committee 
members. 
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Mr. Stupak. Thank you, Mr. Downey. 

Mr. Villax, I understand you came from Europe to be with us, 
and we appreciate that. Thanks for being here, and we look for- 
ward to your testimony. If you would begin, please. Make sure your 
mike is on. 

TESTIMONY OF GUIDO VILLAX, IMMEDIATE PAST CHAIRMAN, 

PHARMACEUTICALS BUSINESS COMMITTEE, MEMBER OF 

THE BOARD OF DIRECTORS, EUROPEAN FINE CHEMICALS 

GROUP, BRUSSELS, BELGIUM 

Mr. Villax. Thank you. Good afternoon. Chairman Stupak, 
Ranking Member Whitfield, and members of the House Sub- 
committee on Oversight and Investigations. Thank you for inviting 
the European API industry to testify on the FDA’s foreign inspec- 
tion program. I am here in representation of the European Fine 
Chemicals Group. I am Guido Villax, chief executive of Hovione, a 
producer of APIs based in Portugal, present in China and in the 
U.S.A. Hovione was founded by my father 50 years ago, so it has 
been about 40 years that I have had a front seat watching changes 
in the pharmaceutical industry. 

The European Union, like the U.S.A., has rules in place to assure 
that the active pharmaceutical ingredients used to make medicines 
meet cGMPs to assure that each medicine is identical to the prod- 
uct approved by the health authorities. Last century, medicines 
were either patented or branded and were manufactured mostly in 
the West, in-house, and in compliance with GMPs. 

The world has changed. Today, driven by the demand globally for 
lower healthcare costs, off-patent medicines make up the majority 
of pharmaceuticals we consume. 80 percent of the API volume used 
to make EU medicines comes from abroad, and not everyone is 
playing by the rules. This is putting the safety of our citizens at 
risk. Globalization has resulted in the emergence of off-patent API 
production in the low-cost economies where regulations and GMP 
requirements are very limited compared to those in the EU. More 
complex and fragmented supply chains increase the potential for 
contamination, mislabeling, or substitution of one substance for an- 
other, all of which increases the risk to patients. 

Unprecedented pressure on prices and profit margins drive ge- 
neric and OTC companies to buy formulations and APIs at the low- 
est cost, sometimes from API plants that have never been inspected 
by any health authority from the EU or the U.S. This pits quality 
and ethics against profits, in an uneven fight. Without enforce- 
ment, the least scrupulous operator wins. In this new world, the 
West no longer produces the antibiotics that fight anthrax. The 
compliant industry has to meet ever growing, tougher regulations 
that add 25 percent to the cost. This makes cGMP-compliant plants 
uncompetitive versus non-compliant ones. 

The EU regulatory framework has not kept pace with these dra- 
matic changes. The lack of effective oversight, inspection, and no 
enforcement by the authorities has encouraged non-compliant, ille- 
gal trade, including the importation of APIs into the EU, mainly 
from Asia, via certain brokers and traders. This allows them to 
offer lower prices from a non-compliant cost base and to import 
substandard, often counterfeit APIs with a low chance of being 
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caught. Oddly, the EU inspects API plants based on proximity, not 
risk. In a year, European authorities may inspect 30 to 50 API 
plants in Asia, when Italy or France inspect a greater number in 
their own country alone. The few foreign inspections by the Euro- 
pean Directorate of Quality of Medicines, EDQM, tell us something 
is broken. All the suspended approvals resulting from inspections 
were related to production in Asia. None were in the EU. All ap- 
provals that were withdrawn by EDQM related to filings in the 
name of middlemen. Some of the suspended approvals are of APIs 
for old OTC drugs that could well be exported to the U.S.A. and 
those facilities FDA would not have inspected. Some of the sus- 
pended approvals and FDA warning letters seem to be related to 
API producers that receive support from middlemen. 

Last month, EFCG asked the European Commission to improve 
the oversight and enforcement of the regulations for APIs by in- 
creasing inspection resources and enforcement sanctions by adopt- 
ing some of the systems that the U.S. FDA has in place and that 
here have been quite strongly criticized, but I would like to empha- 
size that we don’t even have those in Europe. And the last thing 
we recommended to the European Commission is that they should 
take the leadership to regular middlemen and to seek international 
cooperation between agencies around the world. 

Several supranational bodies, the European Parliament, the 
USP, and the WHO have recently recognized that more inspections 
are key to stop non-compliant APIs from reaching the market. Un- 
scrupulous players cannot be allowed to take advantage of unco- 
ordinated jurisdictions that allow them to escape by crossing the 
State line. The generics and the OTC medicines that the world 
needs cannot continue to be regulated by 20th-century structures 
and resources. The answer lies in more, but especially smarter, en- 
forcement and the global cooperation of national medicines agen- 
cies. Thank you. 

[The prepared statement of Mr. Villax follows:] 
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Enforcing the Quality of Medicines in a New World Order 

The European Union (EU) and the United States of America (US) have rules in place to ensure the 
Active Pharmaceutical Ingredients (APIs) used to make medicines meet current Good Manufacturing 
Practices (cGMPs). Compliance with cGMPs is what ensures that each pill and medicated syrup we 
consume, each injection given to us, and each IV administered to us has the same identity and 
strength and the same quality and purity characteristics as the product approved by the Health 
Authorities in the EU Member States and in the US. 

However, not everyone is playing according to the rules, and the European and American public are 
being put at risk in two critical areas: patient safety and regional/national security. This is a 
consequence of the huge changes in the pharmaceuticals market over the past 20-30 years, due to 
globalisation and the internationalisation of the supply chain. 

We face a new world order 

An analysis of the major market changes over the last 20-30 years shows: 

• The break-up of the innovator-dominated, pharmaceutical value chain 

• The rapid growth in the off-patent (generics and over the counter (OTC)) market driven by the 
demand for lower health care costs by national health service providers serving an ageing EU 
population during a period of relatively low economic growth 

• Companies that neither produce the formulated medicines nor make the API now supply the 
majority of generic medicines that now fill 60%’ of the prescriptions in the USA. 

• Patent legislation differences, globalization of know-how and free trade has led to the 
emergence of the production of off-patent APIs in the low cost economies, especially in Asia, 
where regulations and GMP requirements are still very limited as compared to EU legal 
requirements, 

• Today around 80% of the volume of APIs that are used to make medicines found in EU and 
US pharmacies come from abroad.^'^ A large and increasing proportion now comes from 
countries in Asia, up from close to zero 20 years ago.'* 

• Higher operating costs in GMP-compliant API manufacture in Europe, coupled with a dramatic 
increase in additional, industry-related EU regulations, has made Europe, once the cradle of 
the pharmaceutical industry, increasingly uncompetitive to produce off-patent APIs. This is 
causing the centre of gravity EU off-patent API manufacturers to be pushed out of their home 
market by competition from Asia 

• EU law now requires a Qualified Person employed by a pharmaceutical company to assure the 
quality and compliance of APIs used in every batch of its medicines before sale. This requires 
back-up documentation and audit activities proving that the regulations governing its 
production have been met in full, including the use of GMP-compliant APIs. 


David B. Snow Jr., Maximizing generic utilisation: The power of pharmacy benefit management. Journal of Generic 
Medicines, page 28, October 2007. 

^ Presentation by Jurgen Hoose, Authority for Science and Health, Hamburg, to the 7th APlC/CEFiC 

European Conference on APIs, Lisbon 20-22 October 2004. 

’ EMEA has stated ...approximately 80% of active substances used in the manufacture of medicinal products within 

the EE A are manufactured outside of the EE A... in Guidance on the occasions when it is appropriate for Competent 
Authorities to conduct inspections at the premises of Manufacturers of Active Substances used as starting materials (page 
60/I0I of Compilation of Community procedures on inspections and exchange of information. 
htip://wwvv.emea.eu-int/lnsnections,idocs/.13. 5 1 03en.doc 

’ See “The World API’s market'’ publication by Dr, Giuseppe Tamburini, Milan, July 2005. 
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During this time, the volume and type of EU legislation, regulations and guidelines applying to the 
manufacturers of APIs and intermediates have increased dramatically. Today the API industry is being 
regulated to a level similar to the downstream pharmaceutical industry that manufactures final 
medicinal products. 

API manufacture is today almost as strictly regulated as the manufacture of medicinal products. A large 
proportion of the pharmaceutical regulation in place does not take into account the existence of a 
separate highly regulated API industry. This means that compliance with API regulations and 
procedures is proving difficult and unworkable at times. Today, dedicated, specialised companies all 
over the world who serve as suppliers to manufacturers of medicinal products manufacture many APIs. 

Applying cGMPs in an industrial setting is complex and expensive. It requires depth and breadth of 
knowledge and training, plus a great deal of discipline and time. Not meeting cGMPs enables savings 
that have been estimated at 25% of operating costs (excluding raw materials).* Compared to EU 
domestic facilities, uneven enforcement in foreign facilities means these sites can offer lower cost APIs 
with only a 'voluntary' regard for expensive cGMPs. Paying only cursory attention to cGMPs also 
allows for greater operational flexibility and faster product development which is decisive factor in the 
generics business where the first approval takes all the profits and remains with an enduring market 
share.* 

The vast majority of medicines are no longer produced by the large multinationals; rather they are 
products whose patents have expired (generics) and medicines not requiring prescriptions (over the 
counter drugs or OTCs) that are supplied by a multitude of companies that very often do not make their 
own APIs but instead buy them from another company - who may just be a middleman.^ 

To illustrate the rapidly changing market, the number of ANDAs (Abbreviated New Drug Application) 
filed with the FDA in 2005 and 2006 is two and a half times greater than it was from 1994-2004 - and 
in last 18 months there were 36 new firms applying for ANDAs for the first time ever.® 

Globalisation has caused unprecedented pressure on prices and profit margins and has driven these 
generic and OTC companies to buy their APIs at the lowest cost from plants that have never been 
inspected by any health authority from the EU or the US. In 2005, China alone - including European 
owned sites there - exported 39,700 metric tonnes of paracetamol; a 21% increase over 2004 and 
enough to produce billions of tablets.® 

Globalisation has resulted in more complex supply chains, which increase the potential for 
contamination, mislabelling, or substitution of one substance for another, all of which increases the risk 


‘Managing the Cost of Compliance in Pharmaceutical Operations’; Frances Bruttin & Dr. Doug Dean / 

IBM Business Consulting Services, April 2004. 

^ “...in the US Hovione and its customers also lost millions of dollars in sales because Opos-supplied generic firms 

got their approvals first. “ January/February 2005 Speciality Chemicals Magazine, page 4, Viewpoint - A Level Playing Field, 
Guy Villax, CEO of Hovione, calls on the European authorities to inspect API producers abroad. 

^ Former FDA Commissioner, Dr. Mark McClellan, a strong advocate for generic drugs, in remarks before 

the First International Colloquium on Generic Medicine on September 25, 2003, said, “Generic drugs now account for the 
majority of prescriptions in the U.S., and the U.S. has some of the lowest-priced, safe generic drugs available anywhere in the 
world.” He went on to say, “As nations are working bard to find ways to tighten price regulations and shift costs elsewhere, 
w'e run a serious risk if product developers don’t think they can get a fair payment when they succeed. They will stop trying. 
They'll turn to products where the prices aren’t regulated, like erectile dysfunction drugs and other lifestyle drugs.” 

® Tommy Erdei, UBS, strategic considerations within the API sector, presented at APIs Europe 2007, Stresa - 

Aschimfarma and CPA. 

^ Reference: “Chinese Paracetamol Export Business Analysis in 2005” by Chinese Medical Export/Import 

Association, No. 2006-1. 
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to patients.™ Profit pressures in the generic and OTC medicines businesses pit quality assurance 
departments against the purchasing departments in the same company in an uneven fight. In absence 
of a referee, there is a predictable winner; the least scrupulous operator. 

Because the EL) regulatory framework is now out of date, the authorities cannot adequately deal with 
the effects of these changes in the EU API industry. The regulators are struggling to cope but the 
system is obstructing their efforts. This situation has increased the risk of non-compliance remaining 
undetected in API manufacturing and in the pharmaceuticals’ supply chain, leading to detrimental 
effects on the health of EU citizens and on the competitiveness of the EU API industry. 

The little evidence that we have shows overwhelmingly that the EU system is broken and that using 
short cuts has become a profitable business practice. All the 20 CEPs (Certificates of Suitability, the 
EU alternatives to DMFs for compendial APIs) hitherto suspended and withdrawn by EDQM were 
related to producers located in Asia, and about half of them were filings held in the name of 
"middlemen”, i.e. filings not held by the API producer itself, Non-compliant producers were only 
identified when inspections were performed and too few inspections are performed in the region that 
seems to have more problems. It is interesting to note that EU inspectors have looked at API plants 
that produce the very products that FDA does not include in its enforcement roster (the older OTC 
drugs) and interestingly it has suspended CEPs for such drugs making them barred from Europe but 
nothing stops them from becoming a US medicine. 

Consequences of the new world order 

The consequences of all the above-mentioned changes are undermining the quality and safety of 
medicines in Europe, are creating a non-level playing field for EU API manufacturers by lowering their 
ability to compete, are acting as a barrier to innovation to improve competitiveness and are detrimental 
to improving protection of both the environment and the safety of workers in API factories. 

These changes are working strongly against the European Commission achieving its two key 
objectives -to better protect the health of EU citizens and to strengthen the competitiveness of 
European companies- that EFCG strongly supports. 

The EU regulatory framework, which affects the full length of the supply chain - from Intermediates to 
APIs to formulated medicines - has not kept pace with these dramatic changes in the marketplace. 
Much of the EU pharmaceutical regulation now in place essentially ignores the existence of the 
separate, but now highly regulated, upstream API industry. As a result, compliance with API 
regulations and procedures are proving disproportionately difficult if not unworkable at times. This must 
be corrected as the consequences are having a detrimental effect on EU manufacturers of APIs and 
intermediates and on the health of its citizens. 

The lack of effective oversight, inspection and law enforcement by the authorities has encouraged non- 
compliant, illegal trade, especially involving the importation of APIs into the EU - mainly from Asia - via 
certain brokers and traders. This is due not only to their ability to offer lower prices from a lower, non- 
compliant cost base, but also the opportunity to import sub-standard (counterfeit) APIs with a low 
chance of being caught. 

Failure by the authorities to reverse this trend will encourage more of the EU-based players in the 
pharmaceutical supply chain to move to non-EU countries, taking with them many skilled jobs, sources 
of Income and taxes and opportunities for investment. 

Customers in the EU (and the US) may benefit from global competition in terms of cost of medicines 
but maintaining a minimum level of industrial capacity in key areas is essential to regional and national 
security. Pharmaceutical production capacity is a key issue from a security standpoint and we urge that 


DeSorbo, MA. Balancing Act. Pharmaceutical Formulation and Quality. 8(2) 2006; 22-24. 
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steps be taken to stem the loss of domestic API manufacturing facilities. Requiring that foreign facilities 
meet the same quality standards as EU (and US) plants will not, in and of itself, assure that regional 
and national security is maintained. However, rigorous enforcement of the same standards across all 
pharmaceutical productions venues will at least slow the departure to areas where a lack of 
enforcement results in lower costs of doing business and a higher risk to the health and safety of EU 
(and US) citizens. 

EFCG feels that the EU competent authorities need to accept the existence of a new world order 
affecting the global pharmaceutical cluster and that they should therefore create a tailored regulatory 
framework for the full length of the pharmaceuticals supply chain, including APIs and their 
intermediates suitable for the 21®‘ Century. 

Proposals for the transition step 

As a transitory step, the EU authorities must provide sufficient regulatory resources to effectively 
enforce the present regulations in the short term, and to fully enforce a new, integrated regulatory 
framework in the medium to long term. 

The new regulatory framework must enable the delivery of a more effective and efficient public service 
than exists at present and be driven by the need to meet the Commission's twin objectives of (1 ) better 
protection of the health of EU citizens and (2) strengthen the competitiveness of EU companies by 
removing regulatory and non-regulatory barriers, which stifle innovation and impede access to foreign 
markets. 

Unless these actions are taken, the EU-compliant, API manufacturing industry of the pharmaceutical 
cluster will be forced to exit serving the off-patent (generics) industry, and will focus on only serving the 
US market and the global Innovators. 

During the transition step and to help deal with the design a new framework, EFCG has recommended 
to the European Commission that actions be taken to improve the Variation Regulations and the levels 
and focus of inspection and enforcement of the laws governing cGMPs. 

Variations Regulations 

The EU Variations Regulations are causing serious problems for the dedicated API industry. Current 
regulation requires most changes to API manufacture to be separately assessed by the authorities for 
each resulting medicinal product. At best, when just a few parties are involved, this introduces delays 
and costs into the process. However, one change in an API operation may often trigger the need for in 
total up to many hundreds of Variations to be submitted by the pharmaceutical companies for all their 
various Marketing Authorisation Applications. Cleariy, such situations are unworkable. Ethical API 
companies will decide not to implement the change, whereas those with lower ethical standards will 
probably make the change without notifying customers or authorities. 

The challenge is to define a new regulatory approach for APIs to both foster innovation in API 
manufacture and to maintain or improve the safety of medicines. EFCG sees 3 options: 

1 . The separate authorisation of APIs. This would solve all procedural problems. 

2. A shift from inspection of post-approval documents to on-site inspections. If both customer and 
supplier apply modern quality management systems, the management of change will be 
secure. In “API to multi-customer" situations, this shift implies change management at multiple 
interfaces - a difficult task but feasible and more workable compared to oversight based on a 
full assessment of regulatory submissions. 

3. Introduction of the concept of 'Quality by Design’ to the pharmaceutical manufacturing and 
legislation process based on the principles of enhanced process understanding and strict 
process control. These principles have been accepted into policy by the FDA and EMEA but 
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are not yet adequately translated into practice at the approval level for new product 
registrations never mind Variations. 

We believe that all these approaches would deter those who might be tempted to choose not to notify 
any changes in API manufacture and, therefore, should improve the safety of EU medicines. 

The current rigor of control in Variations is grossly ineffective as there is seldom any check by EU 
inspectors that GMP operations are also regulatory compliant, and that what is carried out In the 
factory truly reflects the information on file that led to approval. Compliant firms are again 
disadvantaged compared to those who do not respect change control requirements. 

Inspection and Enforcement 

EFCG believes that the present strict API regulatory framework requires a robust system of inspection 
and enforcement with tangible sanctions (to act as an effective deterrent) for those companies that are 
out of compliance. Respected market analysts recently estimated the cost of compliance as being in 
the region of 25% of site operating costs” (excluding raw materials). The juxtaposition of these costs 
with the competitive advantage of non-compliance (facilitated by the lack of adequate inspections) 
leads to the only logical conclusion that inspection should be (as with final medicinal products) an 
integral part of the API regulatory process. 

EFCG believes that the FDA has led the world in developing cGMPs that assure the quality of APIs. It 
is because of the FDA's enforcement activities that Europe was able to progress up the learning curve 
and become not only the home to the largest number of compliant API producers, but also the major 
contributor to the body of knowledge on cGMPs and compliant manufacture of APIs. 

Many EU-based API manufacturers have been inspected by the US FDA and in some EU Member 
States, also by their own national authorities. However, in many other parts of the world where API 
inspection and enforcement have been largely absent, there is no incentive for manufacturers to incur 
significant extra costs necessary to meet cGMPs. The problem seems even more serious than 'mere' 
non-compliance with GMP. It appears that even companies in China and India that have been 
blacklisted by Nigeria's health authorities NAFDAC’^ because of their proven, deep involvement in 
exporting counterfeit medicines to that country, are still freely exporting APIs to the EU. Thus, the 
health of EU citizens is put at risk from sub-standard medicines. EFCG has noted that the FDA had 
issued Warning Letters to some of the leading firms in China.'^ Is this the tip of the iceberg? Are fast 
growth and compliance difficult to reconcile? Whatever the answer, increased patient risk should never 
be a consequence of financial success. 

Unlike in the FDA, the EU authorities are unable to say exactly how many factories supply the APIs 
used to make its medicines. The European Directorate arranges most of the API inspections performed 
by EU officials abroad for the Quality of Medicines (EDQM).” In the 7 years that their inspection 
scheme has been in operation, around 80 API manufacturing sites were inspected with about half in 
India and China. These inspections yielded 20 suspensions of the Certificates of Suitability (CEP) from 
13 different holders that had been issued by the EDQM. All 20 suspended CEPs covered API 


‘Managing the Cost of Compliance in Pharmaceutical Operations’; Frances Brultin & Dr. Doug Dean / 

IBM Business Consulting Services, April 2004. 

See htip: Vwww.nafdaciiiueria.org/blacklisted.litml . 

See warning letters addressed to Wockhardt (February 21) and Ranbaxy (June 15) • CDER’s 2006 warning letters 
under at hllp:/7www.accessdaia.fda.gov/script.s/wicfm/indexissuer.cfm . 
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The European Directorate for the Quality of Medicines (EDQM) is an institution of the Council of Europe. No other 
European Institution has done as much as the EDQM to start enforcing GMPs also at Asian producers of APIs. 
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manufacture in China or India. Those CEPs had been relied upon by the Medicines Agencies across 
the ED to approve medicines for sale,’® but when they were suspended because of serious non- 
compliance no action was taken by the competent authorities - the EU medicines Agencies have no 
agreed procedure on how to act on such notification of suspensions.’® None of the EDQM inspections 
performed in Europe led to a single CEP suspension. 

At the last count, the EU probably performed more than 30 inspections outside the EU in the last 12 
months. The FDA performs about 200 foreign inspections per year to API producers and maybe 10% 
are in Asia. As an illustration of the 2 countries that are doing their best to correct the lack of 
proportionality in the geography of inspections versus location of API production - note: 

• The Italian health agency has currently 139 API producers GMP approved. It performed 86 
inspections between February 2006 and September 2007. The agency has indicated that on 
average, it performs 48 inspections in Italy and 6 abroad - and it has issued 5 GMP certificates to 
API plants outside of the EU. 

• The French Medicines’ Agency performed a total of 77 inspections (in France: 8 distributors, 46 
producers of which 1 covered excipients and the others APIs) - and abroad it performed 23 
inspections (of which 9 with EDQM, 4 with the WHO and 4 with the EMEA).” 

The continuing lack of adequate levels of inspection and enforcement will increase the risk of sub- 
standard (counterfeit) APIs entering the EU (and US) market from less ethical producers who, by 
avoiding these costs, enable unethical traders and brokers to supply APIs to pharmaceutical producers 
based at a much lower price than compliant producers. Not only should the new regulatory framework 
allow for the public punishment of those companies for whom non-compliance is at the heart of their 
business strategy, but also it should reward compliant firms with mechanisms for less intervention and 
faster approvals. Indeed, we recommend that inspection and enforcement of API laws should be 
performed along similar lines as for final medicines. 

In an attempt to strengthen the rules affecting cGMP compliance for APIs, a majority of the Members of 
the European Parliament (MEPs) signed a Written Declaration’® in November 2006 that informed the 
Council of Ministers, the EU Commission and the Member State Parliaments of the benefits to the EU 
citizens if (1) producers and importers of APIs to the EU were required to submit a certificate of GMP 
delivered by the EU authorities following mandatory inspection of the production site Irrespective of its 
worldwide location, and (2) to introduce traceability of the API's country of origin via appropriate 
labelling of the final medicine in order to discourage re-labelling or repackaging of non-EC products in 
the interest of public health. The European Commission has informed the MEPs that it does not intend 
taken any action, instead waiting for the effect of recent regulatory changes to the law on GMP 
compliance for APIs to have sufficient elapsed time to allow for a proper assessment. 


PrCvSentation by Head of EDQM Certification Unit (Corinne Pouget) at the EFCG conference, Barcelona 26- 27th 
April 2006, see w'ww.efcg.cefic.or& . EDQM has issued over 2000 Certificates of Suitability (CEPs), but has inspected no 
more than 80 producers. 

EFCG’s “Conclusions” on the Barcelona Conference, 27th - 28th April 2006, http://efcg.cetlc.org . 

Presentation by Lionel Viomery, AFSSAPS France, 2"^ EFCG Conference, 24-25 May 2007, Berlin and Ana Rosa 
Marza, AIFA, “La Sicurezza del Farmaco nello scenario Europeo” APfs Europe 2007, Stresa, Aschimfarma and CPA. 

European Parliament Written Declaration on pharmaceutical active principles No 0061/2006; DC\627587EN.doc 
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“FDA Foreign Drug Inspection Program: A System at Risk." EFCG Testimony before the 
Subcommittee on Oversight and Investigations of the Committee on Energy and Commerce on 
Thursday, November 1, 2007, at 10:00 a.m. in room 2123 Rayburn House Office Building. 


As recently as October 2007, EFCG has strongly recommended to the European Commission'® the 
following actions to improve the oversight and enforcement of the regulations for APIs: 
increasing inspection resources and enforcement sanctions 
increased publicity of deterrents by the authorities 

creation of a central foreign inspection service for API producers to plan and coordinate non- 
EU inspections to ensure GMP and regulatory compliance by all non-EU producers that wish 
to export to the EU, and to uncover criminal activities such as fraud, counterfeiting and 
deliberate non-compliance. 

creation of a publicly available database of the results of inspections disclosing compliant and 
non-compliant producers 

creation of a supervised EU licensing system for brokers, traders and distributors 
creation of an API producers registration and identification system for use by EU Customs 
the personal legal liability of Qualified Persons to become law. 

To help deal with the growing counterfeit problem, EFCG has also recommended to the European 
Commission that consideration be given to the setting up of a 'Global Regulatory Council' of the major 
nations to agree how to work together to minimise illegal behaviour in the production and supply of all 
medicines worldwide, and to ensure alignment and cooperation in the fight against deliberate non- 
compliance and counterfeiting. Perhaps such a body could be built either on the Pharmaceutical 
inspections Cooperation Scheme and/or the WHO’s recently announced procedure for assessing the 
acceptability, in principle, of APIs for use in pharmaceutical products. 

As an interim measure, and to save EU resources, EFCG proposed a Mutual Recognition approach to 
provisional approval for those non-EU API manufacturers who have FDA and perhaps other mutually 
recognised approvals. 

Conclusions 

The United States Pharmacopeia®®, the PiC-S (Pharmaceutical Inspection Convention (PIC) and the 
Pharmaceutical Inspection Co-operation Scheme (PIC Scheme)®' - which FDA has recently applied to 
join- and the World Health Organization all have started to face the inevitable: the imperative need to 
make sure non-compliant APIs are prevented from reaching the market. The need to establish some 
kind of Inspection-based verification of compliance in API plants is now on everyone's ‘To Do List'. 

In a globalized world, in an industry with very international supply chains, unscrupulous players cannot 
be allowed to take advantage of uncoordinated jurisdictions that enables them to always find a safe 
haven by crossing the "state line”. This new worid order cannot be regulated by 20th Century 
structures and resources; the answer can only lie in global cooperation of all enforcement agencies. 


Organisation 

EFCG®® represents the interests of over 100 fine chemical manufacturers who have plants, primarily 
located in Europe, but also in Asia and North America, producing APIs, intermediates and 


EFCG submission in response to the European Commission’s consultation on ‘The Future of Pharmaceuticals for 
Human Use in Europe' October 2007 see 

http:/,-ec.europa.ea''entefprise/phanTiaceuticais/pharmacos/docs/doc 2007/ 2007 07/consiiltationpaper-2007-07-l 9.pdf and 
httn:/7\vw'w.efcu.cenc.ortr/publicatiofis.''ilems/2007-08.html 

United States Pharmacopeia (USP) Verification Program for pharmaceutical Ingredients - see 
http://wvvw.usn.org/USPVeritled/phanTiaceuticaUngredienls/ 

Pharmaceutical Inspection Cooperation Scheme (PIC/S) - see http:/.'www. picscheme.org/indcx.php 

The European Fine Chemicals Group, a sector group of CEFIC - see www.efcg.cefic.org 
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“FDA Foreign Drug Inspection Program: A System at Risk.” EFCG Testimony before the 
Subcommittee on Oversight and Investigations of the Committee on Energy and Commerce on 
Thursday, November 1, 2007, at 10:00 a.m. in room 2123 Rayburn House Office Building. 


pharmaceutical excipients serving worldwide customers in innovator, generic and OTC pharmaceutical 
companies. Western Europe produces over $12 billion of APIs.^^ A typical turnover for a member 
company is less than $200 million pa. 

EFCG represents an industry that has supplied APIs to the USA for the past 40 years. 

EFCG is a sector group within CEFIC - The European Chemical Industry Council - the international 
organisation that represents national federations, companies and more than 100 affiliated associations 
and sector groups located in Europe. With the help of CEFIC, EFCG - together with its sister 
organisation - the Active Pharmaceutical Ingredients Committee (APIC) - provides a forum on 
scientific, technological, regulatory and trade related issues in the area of active pharmaceutical 
ingredients, and organizes an effective flow of information among the members, drawing upon their 
expertise. 


See “The World APf’s marker” publication by Dr. Giuseppe Tamburini, Milan, July 2005. 
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Mr. Stupak. Thank you, Mr. Villax, for your testimony. I am 
going to start with questions. We will start with the chairman of 
the full committee, Mr. Dingell, for questions, please. 

Mr. Dingell. Mr. Chairman, I thank you for your courtesy. Mr. 
Villax, yes or no, isn’t it true that in some places like China and 
India basic clean water and sanitation are major problems? 

Mr. Villax. I think that, absolutely, yes. However 

Mr. Dingell. Doesn’t this then mandate that a higher level of 
care with regard to products of those countries, especially with re- 
gard to inspection of plants there, should be one of the guidelines 
of the United States’ policy with regard to imported foods and 
drugs? 

Mr. Villax. China has made tremendous progress. 

Mr. Dingell. But the progress isn’t enough. They have still got 
lots of dirty water, polluted air, major problems with sanitation 
and health over there. And doesn’t require us to engage in much 
more careful inspection of products that are manufactured there? 
Yes or no. 

Mr. Villax. Yes. 

Mr. Dingell. OK. And thank you for that. I don’t mean to be dis- 
courteous, but I have got 5 minutes, 1 minute of which is now gone. 
Now, gentlemen, these questions. Dr. Dubeck, isn’t it true that 
nearly half of all drugs marketed in the United States are produced 
or manufactured in foreign facilities and that that number is in- 
creasing? 

Mr. Dubeck. Those are statistics from FDA and GAO, correct? 

Mr. Dingell. Isn’t it a fact that cGMP inspections of foreign 
firms result in significantly higher violation levels than are seen in 
domestic firms? 

Mr. Dubeck. That is what was reported at the Georgia GMP con- 
ference, correct? 

Mr. Dingell. Isn’t it fair to say that foreign firms generally pose 
a greater risk with regard to quality and safety to consumers than 
do domestic firms? 

Mr. Dubeck. I think that necessarily follows from the above. 

Mr. Dingell. Now, Mr. Downey, do you agree that the current 
imbalance between forei^ and domestic inspections places U.S. do- 
mestic firms at a competitive disadvantage? 

Mr. Downey. In some ways, yes. Other ways, no. 

Mr. Dingell. In other words, we have got to meet high stand- 
ards, and they don’t. 

Mr. Downey. That is true, but it is also more difficult to get a 
pre-approval inspection for a product as a foreign manufacturer, so 
you are at a competitive disadvantage because you are inspected 
less frequently. 

Mr. Dingell. And they can slip bad stuff in here, and get away 
with it and American firms can’t? 

Mr. Downey. I don’t believe bad stuff is being slipped into the 
country. I don’t think that is so. 

Mr. Dingell. Well, let us see about what the findings of this 
committee might be on that particular point. Now, do you think 
that it would be beneficial to have FDA open offices in those parts 
of the world that are significant exporters of production to the 
United States of prescription pharmaceuticals? 
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Mr. Downey. I think there should be parity in inspections, and 
that is one way to increase the inspections in Asia. Yes, sir. 

Mr. Dingell. Now, Mr. Downey, isn’t it true that if a facility is 
not inspected frequently, the safety of drugs coming from that 
plant could be affected? 

Mr. Downey. Could be, but not necessarily would be. 

Mr. Dingell. But there is a better chance if they are not in- 
spected than if they are. 

Mr. Downey. The inspection of the facility is one component of 
a very comprehensive regulatory system, and 

Mr. Dingell. And it encourages good behavior and a right con- 
science, does it not? 

Mr. Downey. I think responsibility of what we are doing encour- 
ages behavior, and that is the basis 

Mr. Dingell. Now, isn’t it fair to say that as long as FDA’s for- 
eign drug inspection program is so poorly funded and its IT sys- 
tems in disarray that our medicine supply is at risk? 

Mr. Downey. I believe we need better foreign inspections, more 
resources in that area, yes. 

Mr. Dingell. Good. Mr. Villax, you had a comment. 

Mr. Villax. Yes, I think that there has been a lot of emphasis 
that we need more inspections, and I agree, but the fundamental 
impact of inspections is deterrence, and this is what is needed. You 
ought not to have areas of the industry that get zero inspections. 
You ought to have them spread out and probable. That is what 
causes the drive for compliance, and this is where Europe is cata- 
strophically weak. 

Mr. Dingell. Gentlemen, you can have inspections at the point 
of entry, you can inspect for efficacy and safety here, but you also 
have to inspect or you have to have knowledge of whether good 
manufacturing practices are carried forward in the country of ori- 
gin, and also whether or not the different components that are ex- 
ported here or the components that are included in that country 
are in fact safe. Is that not true? 

Mr. Villax. In fact, you must absolutely check the process. 

Mr. Dingell. And not only the process but the components. 

Mr. Villax. Well, I was talking from an API perspective. When 
you make the active ingredient, you obviously have some accepted 
sources or approved sources of raw materials, but you need to 
make sure that it is GMP compliant, and you need to make sure 
it is regulatory compliant. What I mean by this is that you have 
to check two things. One, that you follow good manufacturing prac- 
tices. 

Mr. Dingell. Yes. 

Mr. Villax. The other thing is that you need to do what you 
have put in your filing. In other words, the inspectors need to make 
sure that what is in the filing in Washington is the same thing 
that actually is taking place in the plant. Because that is the only 
way you can actually guarantee traceability and that what you did 
in your bioequivalence test remains the same thing year after year. 

Mr. Dingell. Gentlemen, I want to express my thanks to you. 
I apologize for being so brusque, but that clock is a harsh master. 
Thank you. 

Mr. Stupak. Now Mr. Whitfield, for questions. 
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Mr. Whitfield. Thank you, Mr. Chairman. Mr. Villax? 

Mr. Villax. Villax. 

Mr. Whitfield. Villax, OK. Now, my understanding, you are ac- 
tually the chief executive officer of a company that makes medicine, 
correct? 

Mr. Villax. We manufacture APIs, hoth for the generic industry 
and the innovator industry. 

Mr. Whitfield. OK. And so you import into Portugal — is the 
plant in Portugal? 

Mr. Villax. We manufacture in Portugal, and we had our first 
inspection by FDA in 1982 and export to the U.S. market. We also 
manufacture in Macao. It is in south China, and that, we had our 
first inspection there in 1987 and export into the U.S.A. 

Mr. Whitfield. Now, tell me again. You alluded to this a little 
bit. How would you compare the European system with our U.S. 
system as far as maximizing the safety for the consumer? 

Mr. Villax. Well, Europe has been late in bringing in systems 
that you have had for three, four, or five decades. Europe does not 
yet have a foreign inspection system, although the industry has 
been pushing them. 

Mr. Whitfield. So Europe does not have any foreign inspection 
system? 

Mr. Villax. Well, we don’t have a foreign inspection system, but 
we have certain authorities around Europe that make a special ef- 
fort to go abroad and check. We have especially something called 
the EDQM, the European Directorate for Quality of Medicines, that 
is associated to the European Pharmacopoeia, and they have been 
the agency that have tried hardest to go abroad. But I think the 
numbers that I have is that in 7 years they have done 80 inspec- 
tions internationally, which is very small. 

Mr. Whitfield. In 7 years. Wow. So I know it is difficult to sum- 
marize this, but as bad as our system is in the U.S., I mean with 
our shortcomings, I am going to say 

Mr. Villax. You are way ahead. 

Mr. Whitfield. We are way ahead. 

Mr. Villax. And you are the gold standard. 

Mr. Whitfield. All right. 

Mr. Villax. In other words, if GMPs were developed, with 
thanks to FDA, and Europe has been free riding on what FDA has 
been doing. 

Mr. Whitfield. Really? 

Mr. Villax. Absolutely. 

Mr. Whitfield. So despite our shortcomings, we are the gold 
standard, and Europe has been free riding with us, then. That is 
good. Now, let me ask you, you discussed in your testimony some 
of the — no, actually it wasn’t you. I guess it was Mr. Dubeck. You 
discussed in your testimony some of the risks presented by the fact 
that over-the-counter drugs are not subject to any pre-approval 
barriers, especially with regard, and I think you mentioned 
ibuprofen, and how would you propose that FDA remedy that prob- 
lem? 

Mr. Dubeck. Well, ibuprofen is currently a new drug and is 
under all of the inspection and reporting that Mr. Downey summa- 
rized. The FDA proposal is to make it a not-new drug. Once it does 
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that, all of the additional precautions that Mr. Downey mentioned 
disappear, and all you really have left is cGMP monitoring. So 
there needs to be the same level of inspection of OTC facilities be- 
cause even though they may not have some of the same inherent 
risk as some very new prescription drugs, they are consumed by 
the public in much larger quantities. 

Mr. Whitfield. Right. 

Mr. Dubeck. And so impurities in those products wind up caus- 
ing much greater exposure to the American public, and there is no 
inspection. 

Mr. Whitfield. Which is hard to believe, really. 

Mr. Dubeck. Our members that make these APIs and try to com- 
pete also find that hard to believe. 

Mr. Whitfield. Now, the foreign establishments that produce 
these active pharmaceutical ingredients are not required by Fed- 
eral Law to register with the FDA if their products are not directly 
imported into the U.S. Now, considering that more of these manu- 
facturers are being outsourced, you would recommend that all the 
establishments be registered with the FDA? 

Mr. Dubeck. If they are — I mean, under the Law, a drug in- 
cludes finished-dosage form and components of drugs. The registra- 
tion requirement includes APIs, so right now registration is re- 
quired for all the API manufacturers. 

Mr. Whitfield. Even if they are not directly imported into the 
U.S.? 

Mr. Dubeck. No, only if they are imported into the United 
States. 

Mr. Whitfield. OK. All right. Now, Mr. Villax, would you please 
describe the European Union Law that requires a qualified person 
employed by a drug company to assure the quality of APIs used in 
medicines? 

Mr. Villax. Yes, this is a very recent legislation. 

Mr. Whitfield. All right. 

Mr. Villax. It came into force in October 2005, and what that 
legislation says is, first, it is based on the fact that we do have now 
as Law something that in the industry we refer to as in other 
words, there is well-defined law that defines what are GMPs, and 
the Law that came in, in 2005, states that the QP, the qualified 
person, that is, the person that releases batches of finished product 
in the marketplace, this person has to make sure that they only 
use APIs that meet GMP. So this is a bit of self-regulation. In 
other words, Europe doesn’t really believe in inspections, I think 
wrongly, and what they are expecting is that the QP takes personal 
responsibility for checking that the APIs meet GMP, and how this 
QP is expected to meet these obligations is by developing a close 
relationship with the producer of API. Like Mr. Downey said, he 
has a team of six auditors that go round the world producing au- 
dits so that the QP is expected to have audit reports that satisfy 
him that the producer of the API meets the GMP. 

Mr. Whitfield. And are there significant sanctions if a company 
improperly assures the quality of the API? 

Mr. Villax. I have written a couple of articles that compare or 
that say that the liability of the QP is substantially lower than that 
of a CPA that signs off a balance sheet. In other words, share- 
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holders are better protected than patients, and one of the requests 
that we have made to the EU Commission is that they have to 
somehow come up with personal liability for the QPs, because oth- 
erwise we have the purchasing department fighting with the qual- 
ity unit. 

Mr. Whitfield. Right. 

Mr. ViLLAX. And we all know who is going to win. 

Mr. Whitfield. Thank you very much. 

Mr. Stupak. Mr. Inslee, for questions. 

Mr. Inslee. Thank you. To put it in the vernacular of the peas- 
antry, this is a fine kettle of fish that we have got. 80 percent of 
our active ingredients coming in from imports. It is doubling the 
amount every 5 years, and we find out we just don’t have a mean- 
ingful inspection protocol. It is most troublesome, and I just want 
to ask if my understanding is correct that we are proposing that 
that actual situation is going to get worse. As I understand it, I am 
told that the full-time equivalents, the FTEs of the FDA’s foreign 
inspection program, was 149 in 2002. By fiscal year 2008, the FDA 
estimates that number will actually drop to 102. Now, we have 
tried to remedy that in our budget by increasing some of these ap- 
propriations. The president has threatened to veto our budgets, 
didn’t have a veto pen for the first 6 years of his presidency, and 
all of a sudden he wants to veto these budgets. My understanding 
is that essentially, even though we already have a pathetically in- 
different system to these imports, they are wildly less protective of 
the American public than our domestic production. I am told we 
can’t even find out who these manufacturers are to have a really 
good compilation of them. Even though we are already bad, we are 
going to get worse unless we can override this president’s veto on 
these appropriations bills. Could you gentlemen help us in under- 
standing if that is correct or not? 

Mr. Downey. I wouldn’t agree with a good deal of your com- 
ments. I will say this, that we have 12 full-time auditors that audit 
our raw material suppliers, and we are a very small part of our 
drug supply system, so I think having 100 or 150 is definitely inad- 
equate. But I don’t agree 

Mr. Inslee. I am sorry. Did you say inadequate? 

Mr. Downey. Absolutely, inadequate. I don’t think you can prop- 
erly fulfill the role that inspection plays in the overall regulatory 
process with that number of inspectors. I just don’t think it can be 
done. But, on the other hand, I think we have in place a very large 
number of safeguards that I explained in my testimony that I think 
protect and ensure that we have high-quality, safe pharma- 
ceuticals. I think the biggest risk are counterfeiters who don’t reg- 
ister, don’t subject themselves to inspection, and we really need to 
make sure that the first priority is allocating the resources to dis- 
cover the people who are blatantly and in criminal violation of our 
statutes bringing products into the United States and supplement 
that with appropriate levels of inspection for those who are regu- 
lated. 

Mr. Inslee. Well, foreign field inspectors would help on the coun- 
terfeit problem, would they not, as well? 

Mr. Downey. I don’t think they have a very large role in that 
at all. 
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Mr. Inslee. ok. Well, let us talk about the first problem. I 
thought I heard Mr. Downey say that there is no legitimate reason 
to have a lesser standard of inspection for foreign manufacturers 
than for domestic manufacturers? 

Mr. Downey. I absolutely think that is true. 

Mr. Inslee. You totally agree with that? Well, if you look at the 
chart up here that I am holding, showing the FDA foreign field 
funding, you see a constant decline that we are trying to remedy 
in our appropriation that the president has threatened to veto. 
Now, I want to make sure that I understand your testimony. I 
thought you were telling us that you want, you thought we should 
have the same level of inspections 

Mr. Downey. Absolutely. 

Mr. Inslee. For foreign productions as domestic. We are not 
doing that right now, and we have a decreasing number of people 
that are going to do that, so I would assume you agree with me 
that that is a bad state of affairs, and we should increase the num- 
ber of inspections and we should override the president’s veto if we 
have to, to get that done. 

Mr. Downey. I think we should increase the number of inspec- 
tions. As I said, I think my recommendation would be that, starting 
tomorrow, you reallocate inspectors to the foreign inspections be- 
cause relative to domestic inspections they are too infrequent, and 
simultaneously work to increase the resources to have enough in- 
spectors to conduct the appropriate number of inspections of both. 

Mr. Inslee. Well, I think this hearing is instructive, because I 
think it is important for the American public to know that we have 
got a president who is threatening to veto a bill that will increase 
protections of Americans against foreign imports that do not meet 
accepted standards, and I am hoping this hearing can help remedy 
that situation. Thank you. 

Mr. Downey. I have very little power over the veto. 

Mr. Inslee. We have some. We might need a few more votes. If 
you have any friends, you might talk to them. Mr. Villax, did you 
want to say something? 

Mr. Villax. Yes. The plants located abroad that make APIs find 
these inspections very important because it is tough to meet the re- 
quirements of an inspection, and we need these inspections to 
make sure we have a level playing field. And the members of our 
association, we have gone on record to say we are happy user fees 
for these inspections. These are important inspections to have. 

Mr. Inslee. Thank you. And when the EU gets a role in Con- 
gress we know you are going to help us override this veto. 

Mr. Villax. Well, I think you should approach the EU and say 
that you want to set up some kind of, or FDA needs to agree with 
them, to recognize each other’s inspection reports. This is what I 
meant by more smarter enforcement, because they do between 20 
and 50 inspections in Asia. 

Mr. Inslee. I think that is an interesting proposal. Thank you. 

Mr. Stupak. Thank you, Mr. Inslee. Actually, that has been a 
proposal the committee has made to the FDA, that why don’t we 
recognize the inspections that the EU may be making, provided 
your regulatory scheme, which is same or similar to the FDA? It 
doesn’t make any sense for the EU to do one, and 6 months later 
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the FDA comes in. We could do that — Do you share information? 
Does the EU share information with the FDA? Let us say you go 
to a place, and you inspect, and you find a problem here. In this 
country we call them 483s, a violation on inspection. Do you share 
that information? 

Mr. ViLLAX. As I understand it, the Europeans approached FDA 
many years ago to do these memorandums, or these mutual rec- 
ognitions, but since we didn’t have a Law about what were the 
standards of GMPs, it never moved forward. And I think until such 
time as we have a foreign inspection program in Europe it won’t 
work, because you can’t talk to 27 agencies. You have to talk to a 
single one. Now, I understand that informally there is quite a bit 
of information that goes backwards and forwards. 

Mr. Stupak. Well, good, but do you agree you don’t know what 
it would be on inspections of foreign plants? 

Mr. ViLLAX. This is very complicated, and it is very political. 

Mr. Stupak. I understand. The QP you talked about, this quality 
person within the plant, the company that is manufacturing the 
API, they are responsible for that individual? 

Mr. ViLLAX. No, no. No, the pharmaceutical company that makes 
the pills that go into the market 

Mr. Stupak. But not the API? 

Mr. ViLLAX. The API company 

Mr. Stupak. You don’t have any QPs in your plant in Portugal. 

Mr. ViLLAX. Not for the role that you are describing. 

Mr. Stupak OK. So it is just the pharmaceutical that makes the 
finished product? 

Mr. ViLLAX. Yes. 

Mr. Stupak. And then that individual is responsible to make 
sure the ingredients, the API ingredients, going into the final prod- 
uct is 

Mr. ViLLAX. Were made according to GMP, yes. 

Mr. Stupak. OK. 

Mr. ViLLAX. So that is why they audit. 

Mr. Stupak. And then that standard would be based upon the 
country in which they are shipping it to? 

Mr. ViLLAX. The GMP standards that have to be met and that 
the QP has to certify are the GMP standards of the market where 
the pills are going to be sold, and 

Mr. Stupak. Correct. 

Mr. ViLLAX. In Europe we now have the same standards. 

Mr. Stupak. OK. 

Mr. Dubeck. Chairman Stupak? 

Mr. Stupak. Yes, Mr. Dubeck. 

Mr. Dubeck. I would like to comment that all the inspections 
that the U.S. pharmaceutical companies do of imported APIs do 
provide a high degree of quality assurance, and so the mere fact 
that APIs made overseas don’t get inspected very much, that would 
include Mr. Villax’s products, does not mean we don’t have high 
confidence in them. You will see, however, that many more ap- 
proval applications are now being filed by foreign companies, which 
means that what is coming in are finished-dosage forms, and you 
don’t have the U.S. manufacturer analyzing, reanalyzing the API 
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and all the quality steps that have been described when it conies 
in as a finished-dosage form. 

Mr. Stupak. Well, my question is going to be, and I don’t know 
if Mr. Downey or to you, Mr. Dubeck, if you have a quality person, 
you have the same thing at Barr Pharmaceuticals, I take it? Or 
not 

Mr. Downey. In our European facilities, for products made for 
sale in Europe, they are released by the QP. 

Mr. Stupak. What about here in the United States then? 

Mr. Downey. Well, they are released by our quality control 

Mr. Stupak. OK. Do you have any plants overseas and not in 
Europe, not in the United States? 

Mr. Downey. No, all of our plants are in — well, we have a plant 
in Croatia, which is not part of the EU, but it is European. 

Mr. Stupak. Do you have a quality person there? 

Mr. Downey. Yes, we have QPs. Actually, the QP for release into 
the EU is in our polish facility, because not only does the QP have 
to be there, but the actual release testing for the European Union 
must be done in a European Union country, and so our release 
testing for product made in Croatia is Poland. 

Mr. Stupak. OK. Well, let me ask you this question. Our com- 
mittee staff was both in India and China during the August break 
to check on the manufacturing practices at some of the facilities 
over there. Our staff met with senior government and industry offi- 
cials in India, and both expressed strong support to have the FDA 
locate a permanent office in India. China, we got just the opposite. 
We got a push-back about having permanent offices in China. Do 
you think it would be beneficial for the FDA to open offices in those 
parts of the world where significant drug production or APIs for 
the U.S. market is taking place? 

Mr. Downey. That is one way to address the need to have parity 
in inspection, is to have people on the ground. That would certainly 
reduce travel time, would probably be less expensive, and I would 
say that that reaction, I am not surprised, and I think the Indian 
pharmaceutical industry is more advanced in terms of its quality 
systems, its exposure to Western regulation, more modern regula- 
tion than our Chinese suppliers. So I am not at all surprised by 
that. In fact, I mentioned earlier, our Indian members of the GPhA 
complain that they can’t get inspected fast enough for their new 
product approvals. As we mentioned earlier, there has to be an in- 
spection prior to a new approval, and they can’t get people on the 
ground there, and it is very frustrating to them. 

Mr. Stupak. Right, and the Indian government officials felt that 
if we had a permanent office there that those inspections would 
take place much quicker. 

Mr. Downey. It is certainly an idea that is worth exploring. I 
can’t comment as to whether it is the right way or not. 

Mr. Stupak. Mr. Dubeck, would you care to comment? 

Mr. Dubeck. I think it would make a whole lot of sense. If we 
have overseas U.S. personnel for Customs and Immigration and for 
USDA, it makes sense it should be there for FDA. 

Mr. Stupak. Well, let me ask you this, Mr. Dubeck. In your testi- 
mony, it says that cooperative arrangements with foreign govern- 
ments to determine the safety of drugs for the U.S. market are. 
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and I quote now, “a poor substitute for a visit by the FDA”. The 
FDA is currently negotiating a memorandum of agreement with 
China with regards to product safety. Are you saying that this type 
of arrangement won’t protect the safety of the drugs as much as 
a FDA inspection of a plant in that country? 

Mr. Dubeck. Correct. I mean, these memorandum provide for 
sharing of information, so that FDA would at least have access to 
whatever inspection reports the Chinese may conduct, hut, as it 
has heen commented, FDA is the gold standard. The FDA inspec- 
tors, when they get there, they do the best inspections, and so, I 
mean, that is part of the problem of relying upon inspections by 
other government agencies. They are not the same. 

Mr. Stupak. GAO indicated and also our staff has reported back 
that when you go to a foreign country, let us say like India or 
China, you are under a time limit of how much time you actually 
have, which is really counter-productive to — in the United States, 
if it takes a month, it takes a month. In foreign countries, if you 
only have 3 days, you get in what you can in 3 days. 

Mr. Dubeck. Yes, and when it takes a month in the U.S., it is 
usually not a month, every single day of the month. 

Mr. Stupak. Right. 

Mr. Dubeck. They come for a few days, they go back, they get 
caught up on their paperwork, then they come back, they may 
bring other people with them when they come back. And so it is 
much more conducive to doing a thorough, competent job than 
when you are on the road, going from hotel to hotel. 

Mr. Stupak. I agree. Mr. Villax, in discussions with committee 
staff, you expressed concern that the U.S. does not sufficiently in- 
spect foreign production of over-the-counter medications or the in- 
gredients that go into them. Why is this important? What dangers 
come from the failure to inspect this class of medicines? 

Mr. Villax. I was referring very much to the issue that John 
Dubeck raised, and this is related to the older drugs that, as I un- 
derstand it, are not in the realm of probability to be inspected, and 
I think that the deterrence factor of FDA inspections is the critical 
aspect and therefore every single drug establishment ought to have 
a probability of being inspected. 

Mr. Stupak. OK. 

Mr. Villax. And if I could add something on the inspections. 

Mr. Stupak. Sure. 

Mr. Villax. Inspections abroad and inspections in the U.S. are 
really very different. When FDA inspectors come to Hovione, we in- 
vite them, and they are pre-announced, and they do not last as 
long — it probably lasts 3 days or 5 days — ^but we have had inspec- 
tors that have changed plans because they wanted to stay longer. 
But they also start at 8 o’clock in the morning and probably stay 
until 7 o’clock in the evening, and one of the reasons why these in- 
spections can go much faster is that in the U.S. inspection, they 
have to collect data and have proof in case they are taken to Court. 
In Europe, they have no need to collect proof because if they don’t 
like it they pick up the telephone, they call Washington and say, 
tell Customs to hold everything from Hovione. And we can’t take 
them to Court, so it is probably more effective and faster. 

Mr. Stupak. The unadulterated drug angle of it. OK. 
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Mr. Downey. I would agree on that point that the problem is the 
frequency of inspection, not the quality of the inspection, at least 
as we experience it. I don’t know about the language barrier so 
much in Asia, but in European inspections, I would say that they 
are quite comparable between the U.S. FDA inspections conducted 
there and those conducted here in our facilities. 

Mr. ViLLAX. One of the 

Mr. Stupak. Well, that is one of the things that we are asking 
the GAO to follow up on, and then what happens to a 483 when 
it hits the FDA? What I understand, they are basically deep sixed. 
Nothing ever happens to them on a foreign one, so — well, those are 
things we are asking GAO to continue, and that is why Dr. Crosse 
and her group did a great job given what they had, but we are fol- 
lowing up. Go ahead, Mr. Villax. 

Mr. Villax. One of the benefits of having offices in India or 
China is to bridge the culture. The culture distance between the 
U.S. and Europe exists. But there is a much greater distance, and 
I think having inspectors that gain an understanding of these cul- 
tural differences is probably very helpful in an inspection. 

Mr. Stupak. Well, thank you, and thank you to this panel for 
your insight and your assistance on this problem that has been 
going on for some time. We are trying to address it. We appreciate 
you coming. Mr. Villax, thank you for coming over from Europe and 
sharing your insight on what you are doing in Europe. Mr. Dow- 
ney, Mr. Dubeck, thank you. We will excuse this panel, and we will 
call up our third and final panel. 

Our witness to come forward is the Honorable Dr. Andrew von 
Eschenbach, Commissioner of the Food and Drug Administration. 
Accompanying the Commissioner is Ms. Margaret Glavin, Associate 
Commissioner for Regulatory Affairs at the FDA. It is the policy of 
this subcommittee to take all testimony under oath. Please be ad- 
vised that witnesses have the right under the rules of the House 
to be advised by counsel during their testimony. Dr. von 
Eschenbach or Ms. Glavin, do you wish to be represented by coun- 
sel today? Both witnesses indicate they did not. Therefore we will 
take the oath, and we will begin. 

Dr. VON Eschenbach. Mr. Chairman, may I? Also at the table, 
joining me is Deborah Autor, our Director of the Office of Compli- 
ance, and would you swear her in as well, sir? 

Mr. Stupak. OK. 

Dr. VON Eschenbach. Thank you. 

Mr. Stupak. Would you spell that for the record, please, just. 
Dr. 

Dr. VON Eschenbach. A-u-t-o-r. 

Mr. Stupak. A-u-t-o-r? OK. OK. Raise your hand, then. 

[Witnesses sworn.] 

Mr. Stupak. Let the record reflect that all three witnesses have 
indicated the affirmative. That means they are under oath. Dr. von 
Eschenbach, you are the only one going to be giving an opening 
statement? 

Dr. VON Eschenbach. Yes, sir, I will give the sole opening state- 
ment for this panel. 

Mr. Stupak. Welcome, and please, whenever you are ready. 
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TESTIMONY OF ANDREW C. VON ESCHENBACH, M.D., COMMIS- 
SIONER, FOOD AND DRUG ADMINISTRATION, U.S. DEPART- 
MENT OF HEALTH AND HUMAN SERVICES; ACCOMPANIED 
BY MARGARET O’K. GLAVIN, ASSOCIATE COMMISSIONER 
FOR REGULATORY AFFAIRS, FOOD AND DRUG ADMINISTRA- 
TION, U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES. 

Dr. VON Eschenbach. Thank you, Mr. Chairman and members 
of the subcommittee, Mr. Whitfield. I very much appreciate the en- 
durance and the attention that the panel and the committee has 
given to this very important issue. I very much appreciate the op- 
portunity to engage in a dialog about FDA inspections of foreign 
pharmaceutical managers. But I think it is also apparent from ev- 
erything we have heard this morning and this afternoon that we 
realize what the FDA has known for some time, and that is, this 
problem is much bigger than the number of FDA inspections that 
occur abroad. This is a problem that really addresses a much more 
global issue, and I want to begin by applauding the work of the 
committee and the committee’s staff, particularly the counsel, who 
is present with us today. I want to appreciate the time that they 
have taken to update the FDA on the observations that they made 
during their recent foreign inspections, on which they accompanied 
FDA inspectors in China and in India. I find this dialogue to be 
very helpful to me and to the FDA staff. 

We are well aware that, whether it is China or India, the fact 
of the matter, Mr. Chairman, is the world is and has radically and 
rapidly changed around us. We have heard about the enormous 
challenges but also the great opportunities that are now con- 
fronting us with regard to the issue of globalization. Mr. Whitfield 
was very kind this morning in commenting on his support of lead- 
ership at FDA to effect the kind of changes that we must effect if 
we are going to be responsive to these new challenges and these 
new opportunities. And it is not only with regard to leadership as 
it relates to identifying the need for and the application of re- 
sources through a budget process, but even more importantly our 
responsibility to present to you, to the administration, and most 
important to the American people a strategy and a plan as to how 
we would, in fact, begin to utilize these precious resources in the 
most effective way. And so I would like this afternoon to highlight 
just a few of the things that we are doing at the FDA to not simply 
build our capacity to better assure the safety of medical products 
or components that are produced abroad or that Americans use at 
home but also what we are doing to modernize the entire function 
and structure that is needed at the FDA if we are going to continue 
to be what we have just heard from our witness from Europe. We 
have been and are the world’s gold standard, and we intend to con- 
tinue to maintain that standard of excellence, but it will require 
change. 

Mr. Chairman, we all know that, given the scale and scope of the 
problems that have been defined by you and other members of the 
committee, the solution to assuring the quality of imports does not 
reside only in increasing the number of inspections we perform 
abroad or even at our border. In fact, we agree, we must revamp 
our entire strategy, our entire game plan, and we are doing this as 
it relates to the importation of drugs and components of drugs from 
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other countries in exactly the same way that we are adapting our 
strategy and our approach to all other FDA-regulated products. We 
are adopting an entire life-cycle management and engagement 
process, from the very production, all the way through to consump- 
tion. And so much of our production now comes from outside our 
borders, we must be global in our regulatory approach. 

This total life-cycle engagement is consistent with the first report 
of the President’s Import Safety Working Group, on which FDA, 
along with other members of the Cabinet, is an integral part of the 
process. This import safety working group report emphasizes the 
key components of FDA’s new strategy. We will be engaged in the 
total life cycle of these products through implementation of initia- 
tives that address prevention, intervention, and our ability to re- 
spond. And we will do this in a way that first and foremost assures 
quality is built in to the products before they ever reach our bor- 
ders, and we will use greater resources and more modern sources 
of science and technology to further enhance our efforts at both in- 
spection and verification, as well as leverage those resources 
through collaboration and partnership with other government 
agencies, other governments abroad, other regulatory agencies, 
and, most importantly, the industry. 

Let me give you one example of one of the tactics or implementa- 
tions that we have incorporated in this approach, and that is our 
ability to use information technology, which is critical across the 
entire spectrum of prevention, intervention, and response. We rec- 
ognize as the GAO pointed out that information technology infra- 
structure was a problem at FDA 10 years ago, and it is a problem 
today. But unlike 10 years ago, today we have technologies and ca- 
pabilities that didn’t exist in 1997. None of us is using the same 
model of computer or cell phone today that we did 10 years ago. 
We also have recognized the development in other spheres of data 
mining techniques and the ability to crosswalk through different 
data systems, and our opportunity to adapt these new technologies 
and these new strategies in IT is exactly how we will approach and 
are approaching the modernization of IT. 

I would like to point out on the panel’s charts that will be pre- 
sented to you, if we could please put them up. The graphs are on 
your screen, and if we could put the charts up, that would be help- 
ful. 

[Slide] 

Mr. Chairman, I would point out that this particular schematic 
is a very complex display of the various components of the informa- 
tion technology processes and components that are operative in our 
ability to oversee the diverse portfolio that FDA is responsible for 
regulating. As you can see on your left-hand side, the current state 
is, and as has been pointed out, there are multiple systems ad- 
dressing multiple needs, but they have been developed independ- 
ently for specific missions, and what has been absent is the ability 
to further integrate and coordinate those systems. We have been 
engaged in a very aggressive effort to migrate those systems into 
a unified, coherent, single FDA approach to IT technology. 

Once we have accomplished that, on the right-hand side, all of 
those various applications will be able to have a degree of inter- 
operability of information sharing and information analysis and 
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outcome assessment that literally has not been capable or able be- 
fore, both because of technological limitations as well as, as we in- 
dicated, structural changes that needed to occur within FDA. In 
2007, we brought in a Chief Operating Officer and a Chief Informa- 
tion Officer, both of whom had extraordinary experience in modern- 
izing complex information technology infrastructures. We created 
the Bioinformatics Board at FDA to bring the operating compo- 
nents together to find opportunities for synergy and interoper- 
ability, and we are working with our external partners, particu- 
larly, for example, as it relates to inspections, our colleagues in the 
Department of Homeland Security-Customs and Border Protection, 
to further enhance our opportunities for interoperability and mod- 
ernization of IT. 

And we are allocating resources to this important issue. Our 
2008 budget request, currently before Congress, includes $247 mil- 
lion for such efforts, and that actually accounts for 11 percent of 
the agency’s budget, devoted and committed to modernizing and 
implementing the kind of information technology infrastructure 
that you and other members of the committee have been calling 
for. 

In addition to just simply looking at the infrastructure, it is 
mostly and critically important to look at how we interact with, col- 
laborate, and cooperate with our partners. This is a global problem, 
and it will require a global solution. Inspections will verify quality, 
but they don’t create quality. Technolo^ can exist, but it will never 
be able to replace the ability of people interacting with other people 
to create the kind of quality that Americans expect and will con- 
tinue to depend upon. 

And so FDA is taking a very aggressive approach in our effort 
to further enhance our own resources as it relates to our ability to 
expand our workforce with the great, qualified, talented people, as 
well as to collaborate more effectively with our partners abroad so 
that we can collectively address a problem that truly, as you heard 
from our colleague from Europe, is something that everyone in the 
world is concerned about. 

Some of those opportunities are to expand FDA’s international 
presence beyond its borders. We are committed to finding the kinds 
of options that you have discussed, namely, placing FDA staff on 
long-term assignments in key locations around the world, on a per- 
manent basis. Our staff onsite in those locations would have a 
number of important advantages that weren’t necessary in the past 
but are critical to the future. They will be able to, number one, 
work very closely, hand in hand, on an ongoing basis with our 
counterpart agencies, who must be important partners in this glob- 
al effort. They will help build capacity in developing areas in which 
they have not had the fruits and the benefits of the kind of support 
that we have achieved or experienced here in the United States 
with regard to your support of the FDA. We will be able to provide 
technical assistance to foreign manufacturers to build quality in 
and improve products long before they come to us, and we will be 
able, as has also been indicated, on an ongoing basis to create op- 
portunities for partnership that transcend cultural barriers, lan- 
guage barriers, and those things that separate us rather than unite 
us. And we will have the opportunity to leverage the impact of a 
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global industry expecting to produce and deliver global products 
around the world. 

We will be able to continue to expand our government-to-govern- 
ment and agency-to-agency activities. Both Secretary Leavitt, my- 
self, and many, many FDA staff have been engaged in substantial 
interactions with our counterparts, especially in China. I personally 
visited China and interacted with my counterparts, the Minister of 
Health, the head of the State Food and Drug Administration in 
China, and leadership of its export agency. We will continue these 
relationships to build and assure the kind of quality that is nec- 
essary and to be able to create the infrastructure that will assure 
that quality. 

No one wants to live in the past, and neither you nor I, nor any 
member of the committee, is satisfied with the status quo of today. 
Together, I believe we can build for tomorrow the FDA that will 
continue to be the gold standard of protecting and promoting the 
health of not just Americans but everyone else in the world as well. 
I look forward to the opportunity to respond to any questions that 
you have. 

[The prepared statement of Dr. von Eschenbach follows:] 
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INTRODUCTION 

Mr. Chairman and Members of the Subcommittee, I am Andrew C. von Eschenbach, M.D., 
Commissioner of Food and Drugs at the United States Food and Drug Administration (FDA or 
the Agency). I am pleased to be joined here today by my Agency colleagues, Ms. Margaret 
Glavin, Associate Commissioner for Regulatory Affairs, and Ms. Deborah Autor, Director, 
Center for Drug Evaluation and Research (CDER) Office of Compliance. Thank you for the 
opportunity to discuss the important issues relating to FDA’s foreign drug inspection program. 

FDA -regulated products include human and animal drugs, vaccines and other biological 
products, food and animal feed, cosmetics, and medical devices. FDA’s regulation of these 
products is considered the “gold-standard” around the world and our goal is not only to maintain 
that standard but to continuously strive for improvement. Yet, in keeping this commitment to 
the American consumer, we do face significant challenges. We recognize that the world is 
evolving and our local markets now provide products largely from a global marketplace. 

FDA is keenly aware that we must systematically assess these global market issues as they relate 
to drug products and other FDA-regulated products manufactured overseas. Therefore, we are 
developing comprehensive solutions to face these global challenges. 

FDA REGULATION OF FOREIGN-MANUFACTURED DRUGS 


FDA’s monitoring of foreign-manufactured drugs is based on far more than foreign inspections. 
To comply with the Food, Drug, and Cosmetic (FD&C) Act, any entity that intends to import 
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drugs into the U.S. must ensure that the drag meets a number of quality and labeling 
requirements. 

In the FD&C Act, Congress enacted provisions to create a relatively “closed” distribution system 
for imported drug products to help ensure the domestic supply is safe and effective by limiting 
the drugs and biologies that may be imported into the U.S. All “new drugs,” which includes all 
finished prescription drug products, must be approved by FDA as safe and effective for their 
intended use. FDA approvals are manufacturer-specific and product-specific, and include many 
requirements related to the product, such as manufacturing location, formulation, source and 
specifications of active ingredients, manufacturing controls, the container/closure system, and 
labeling. Facilities that manufacture drugs for the U.S. market must meet FDA’s current good 
manufacturing practice (cGMP) requirements. 

When an FDA-regulated drug product is offered for import into the U.S., U.S. Customs and 
Border Protection (CBP) notifies FDA. If the product appears to violate the FD&C Act, FDA 
will give notice advising its owner or consignee of the violation and the right to provide 
testimony demonstrating why the article at issue is not violative or to request permission to 
recondition the product. If the product is ultimately refused admission, it must be destroyed 
unless exported by the owner or consignee within 90 days from the date of refusal. 

FDA performs 100 percent screening of active pharmaceutical ingredients (API) and drug 
products entering into the U.S. to establish whether, if required, FDA has approved the drug 
product or the API is consigned to a plant that corresponds with its designated approval in the 
drug product application. Also, FDA screens whether the manufacturing plant is registered and 
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the dnig is listed. FDA performs surveillance examinations of imported goods to check for 
compliance with U.S, requirements. 

Another key tool is the Import Alert, which signals FDA field personnel to pay special attention 
to a particular product, manufacturer, shipper and/or importer. FDA issues Import Alerts for 
Detention Without Physical Exam (DWPE) when we have information that would cause future 
shipments of a product offered for entry to appear violative within the meaning of section 801 of 
the FD&C Act. This allows FDA field personnel to detain the product without physical 
examination, based on the appearance of a violation as documented in the Import Alert. Once 
FDA detains a product under 801(a) the burden shifts to the importer to demonstrate why, in fact, 
its product complies with U.S. law. In addition, FDA personnel also perform periodic filer 
evaluations to ensure import data provided to the Agency are accurate. 

U.S. manufacturers also have a responsibility to ensure the safety of foreign-manufactured 
ingredients used for their finished dosages. U.S. manufacturers of finished dosage drugs that 
import APIs from abroad are to examine and test ingredients before using them in their drug 
products under cGMP. FDA may inspect a firm’s foreign facilities and/or their domestic 
facilities to determine if the manufacturing facility meets the Agency’s quality standards. In 
addition, FDA inspections routinely evaluate manufacturers’ testing and controls of ingredients 
and supplies. FDA inspects all API manufacturers for compliance with cGMP prior to the 
approval of the dosage form’s new drug application (NDA), abbreviated new drug application 
(ANDA), or biological license application (BLA). If during a domestic or foreign inspection, 
FDA determines that an imported API fails to meet specifications or is manufactured using 
unsafe practices, an import bulletin can be used to trigger testing of future shipments, or the drug 
can be subject to automatic detention at the U.S. border. 


3 



207 


Foreign Inspections 

FDA performs over 200 foreign drug manufacturing inspections per year. Exercising FDA’s 
regulatory authority abroad can be challenging. In some countries, we need authorization from 
the relevant government to enter and inspect facilities and other countries have travel alerts that 
require FDA to take special precautions to ensure the safety of our investigators. Many of these 
firms are motivated to have FDA inspect their facilities because they have an application pending 
with the Agency that may require a pre-approval inspection. 

Foreign inspections are more costly because of travel costs and special needs associated with 
travel in a foreign country. Foreign drug inspections are typically scheduled for five days. 
Depending on the product involved, we have scheduled inspections for as short a period as three 
days for a control testing laboratory, and up to two weeks for a sterile product. 

There are approximately 800 FDA investigators trained to conduct foreign inspections in all 
program areas and 335 specifically for the drug program area. Also, CDER supports these 
inspections with additional technical experts and trained investigators. FDA typically solicits 
for volunteers from this specially trained cadre of investigators. The inspections are often 
conducted by one investigator who will conduct three, five-day inspections consecutively. 

FDA foreign investigators are highly experienced and well -equipped. They often have many 
years of domestic experience and are dedicated to working long hours to accomplish an 
inspection in the allotted time. Some investigators speak foreign languages. FDA also relies on 
assistance from the firms’ U.S. agents and representatives to translate if needed and help with 
logistical challenges that arise in traveling to a foreign firm. The investigators travel on official 
U.S. government passports requiring FDA to notify the U.S. Department of State and relevant 
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embassies. We are planning to strengthen our collaboration with embassy staff to assure our 
investigators are well prepared for local conditions. 

Drug Ingredient Safety 

Foreign activity in drug counterfeiting and contamination is an on-going concern for the U.S. and 
other nations. Ten years ago, counterfeit glycerin contaminated with diethylene glycol (DEG) 
killed nearly 100 children in Haiti. Last year in Panama, glycerin contaminated with DEG, 
traced to China, again caused scores of deaths. Recently, toothpaste imported from China was 
also found to contain DEG. To minimize the potential of DEG contamination of ingredients in 
the U.S., the Agency immediately issued guidance alerting drug manufacturers to perform testing 
for DEO contamination on all shipments of glycerin used in the formulation of drugs. FDA’s 
CDER formed a task force, which developed a series of action items aimed at pro-actively 
addressing our susceptibility to similar pharmaceutical ingredient contamination and 
misbranding incidents. 

As more pharmaceutical ingredients are sourced from abroad, an increased number of foreign 
intermediaries become involved in the supply chain. Discussions with the International 
Pharmaceutical Excipient Council (IPEC-Americas), a trade organization comprised of drug 
manufacturers and excipient manufacturers and distributors, has echoed our concerns and 
findings regarding the complexity of global supply chains and the lack of traceability of 
excipients to their original manufacturers. Pharmaceutical manufacturers can reduce the 
associated risks by obtaining intelligence about the distribution chains for each imported 
ingredient by establishing more robust systems and procedures to qualify suppliers of 
pharmaceutical ingredients and assure the identity and purity of batches of incoming ingredients. 
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IMPROVING THE OVERSIGHT OF FOREIGN MANUFACTURED DRUGS 

Information Technology (IT) Enhancements 

Since taking the position as FDA Commissioner, upgrading FDA’s IT systems has been one of 
my top priorities. We expect these improvements will help address the challenges we face in the 
area of foreign inspections, Logistically, foreign firms are more difficult to track and more 
challenging to inspect than domestic firms. The data we have regarding foreign firms is not 
easy to confirm or check for accuracy because we cannot easily gain access to the firms. 

Foreign firms must register with FDA before shipping to the U.S. Because there is no cost to 
register, some firms register, but do not actually produce a product or ship products to the U.S, or 
discontinue shipping without any notice to FDA. The practice of registering without producing 
or shipping can create uncertainty at any given moment about the precise number of FDA 
registered firms from which to target inspections, often necessitating secondary data-source 
checking, 

FDA does have the ability to capture the importation of drug products and the manufacturer of 
those products through its Operational and Administrative System for Import Support (OASIS) 
system. The information provided by the importer often leads to duplicate entries of 
manufacturers due to name, configuration, and address changes or does not accurately identify 
the site-specific manufacturer of the product. 

We are working on more effective and efficient solutions to ensure the accuracy and validity of 
the data in our registration and import IT systems. FDA has set up the Bio-informatics Board 
(BiB) to address this issue for FDA. The Product Quality subgroup focuses on the issue of 
establishing accurate information on firms and their products. We are actively seeking other 
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means to identify duplicate entries, such as those caused by variations of the same name and 
address (e.g. use of third-party validation of non-confidential business information). 
Additionally, the Agency’s current initiative to implement electronic registration of firms holds 
promise to redirect our resources from data entry, enabling us to focus instead on quality 
assurance of the data bases. In addition, the BiB directs the work and approves 
recommendations set forth by the Business Review Boards (BRBs). BRBs define business 
processes, driving outcomes enabled by IT services. 


The Office of the Chief Information Officer is leading enterprise-wide IT transformation 
initiatives and establishing an aggressive two-year plan to rebuild FDA’s critical IT 
infrastructure. Several key projects are underway that will sustain the transformation. 

• FDA’s Decision Support System will be enhanced to boost performance and expand the 
ability to rapidly access information critical to managing FDA’s foreign drug inspection 
program. OASIS and Field Accomplishments and Compliance Tracking System 
(FACTS) will be migrated into 2 1®‘ century database and hardware platforms to enhance 
critical functionality (target date: February 2008). 

• FDA is implementing upgrades to the Agency’s IT systems to increase efficiency of 
import entry review by allowing users to access multiple databases across the Agency 
under a single sign-on capability. Included systems are Drug Registration and Listing 
System (DRLS), Document Archiving, Reporting and Regulatory Tracking System, 
Mission Accomplishments and Regulatory Compliance Service (MARCS), OASIS and 
FACTS. 

• FDA is developing and implementing a firm management and tracking system called 
Firm Management Services (FMS) that will allow users to input and search for firms in 
multiple repositories, improving the quality of data received by FDA and enabling the 
Agency to better screen imported products and identify firms shipping to the U.S. FMS 
will replace older, less effective technology used by FACTS/OASIS and older 
components of MARCS’s applications. 

• FDA is also developing a Firm Finder application to allow users to search firms in 
multiple repositories from one access point. Identifying and retrieving information about 
these firms is a key step in the evaluation of imports. Firm finder will use web services 
to integrate with legacy (FACTS/OASIS) and MARCS’s applications. 
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• FDA is re-engineering MARCS, a major FDA IT program, to integrate and enhance 
several FDA systems, including OASIS and FACTS, by collecting and processing 
information obtained by or needed to support FDA field operations. 

• FDA is working on FDA’s Unified Registration and Listing System (FURLS) to integrate 
Center for Food Safety and Applied Nutrition, Center for Devices and Radiological 
Flealth, CDER, Center for Biologies Evaluation and Research, Center for Veterinary 
Medicine, registration and listing systems. 

• FDA has initiated software development of the Electronic Broker Information Center, a 
universal data interface application for filers, importers, or consignees to use a secure 
communication means to submit documents in support of entry review processes, 
location and availability data, view import entry and FDA line statuses. Notices of FDA 
Action, and perform firm and product data queries. 

• FDA is working with CBP to ensure its planned Automated Commercial Environment 
(ACE) upgrade, a component of the International Trade Data System (ITDS), will 
provide real-time data feeds, ensuring that FDA receives all needed data elements 
electronically while harmonizing and validating information across centers. 

• FDA is also engaging in ongoing cleanup of internal data to ensure rapid access to 
information in support of FDA import safety operations and upgrade of internal systems 
to synchronize and validate data across centers. 

• FDA is developing and testing a system, which will utilize artificial intelligence in 
conjunction with analytical and inspectional data (foreign and domestic), and multiple 
data sources to identify products and shipments posing the greatest safety risks. The 
system is currently being evaluated for seafood products entering in the Port of 

Los Angeles and if successful will be expanded to other commodities. 

• FDA is developing an Import Portal to allow Customs Brokers to more quickly exchange 
infoimation with Import Reviewers about shipments/entries submitted for FDA review. 
The target for completion of development of this Import Portal is late FY 2009. 

• FDA is making substantial improvements in its IT infrastructure critical to ensuring the 
exchange of data between its field offices and Headquarters, including CBP as it monitors 
products entering the U.S. FDA completed the network circuit upgrade in early 2007. 
The router, server, and Laboratoiy Storage Area Network (LABSAN) upgrade, 
installation, and operation lease agreement is in place and will be executed through 
October 2008. LABSAN is an infrastructure built to manage data and provide effective 
quality assurance to maintain data credibility and centralized data storage. LABSAN 
ultimately reduces time spent accessing and analyzing drug import data. 

• FDA’s Program Quality System is an Agency-wide initiative that encompasses an 
electronic mechanism for manufacturers’ registration and product listings, as well as 
capturing inspection data from compliance reviews. FDA’s Product Quality Business 
Review Board has completed the second phase of a three-phase project to harmonize the 
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processes for tracking regulated establishments and their products. Initial planning for 
this initiative should be completed by the end of December 2007. 

International Efforts 

FDA has a variety of cooperative relationships with foreign regulators, ranging from cooperation 
under a Free Trade Agreement, to agency-to-agency Memorandums of Understanding (MOUs), 
to informal arrangements established by exchanges of letters. A list of FDA’s commitments 
appears on FDA’s Office of International Programs, Internationa! Arrangements, web page 
(http://www.fda.gov/oia/defauit.htm). 

FDA exchanges inspectional information with many foreign partners. Our relationships with 
some of these partners have become quite sophisticated and intense, developing to the point 
where we are communicating with them on a daily, and sometimes hourly, basis. FDA is 
currently engaged in the formal assessment of the efficacy of one foreign regulatory agency for 
more systematic use. Under the MOU between FDA and Swissmedic, the Swiss Agency for 
Therapeutic Products, technical experts have cooperated for three years on inspection 
collaboration with a desired endpoint of utilizing each other’s inspection reports in making 
regulatory decisions. Both sides, however, would retain the authority to inspect manufacturers 
in the other country at any time. 

FDA is also in the process of joining the Pharmaceutical Inspection Co-operation Scheme 
(PIC/S). PIC/S fosters cooperation among pharmaceutical inspection authorities in 
pharmaceutical good manufacturing practices (GMP), as well as developing and promoting 
harmonized GMP standards and guidance documents, training competent authorities (in 
particular inspectors), and assessing and re-assessing inspection authorities. FDA submitted a 
formal application to join PIC/S in September 2005. Upon acceptance, it will enable the 
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exchange of inspection reports and other inspection information with regulatory authorities. The 
PIC/S application process typically takes two years or more. 

Another development on this front has been the establishment this year of the European Union 
(E.U.)-U.S. Bilateral Technical Working Group on Medicines Quality and Manufacturing. This 
group will have a major focus on utilizing shared resources through information exchange of 
inspectional data for plants in the U.S. and E.U. Another important planned activity of this 
group will be to share inspectional information from companies located in countries. 

To promote and enhance the safety of all imported products, the President issued an Executive 
Order on July 1 8, 2007, that established the Interagency Working Group on Import Safety 
(Working Group). The Working Group, which includes representatives from 1 2 Federal 
departments and agencies, is tasked with reviewing the procedures, regulations, and practices for 
ensuring imported drugs, food, and other consumer products are safe. Secretary of Health and 
Human Services (HHS), Michael O. Leavitt, chairs the Working Group and FDA plays a key 
role. Secretary Leavitt and I traveled extensively throughout the country during the past few 
months visiting ports of entry and reviewing FDA field operations. 

On September 10, 2007, the Working Group provided the President with an initial report on 
steps to improve import safety. The report, “Protecting American Consumers Every Step of the 
Way: A Strategic Framework for Continual Improvement in Import Safety,” outlines an 
approach that can build upon existing efforts to improve the safety of imported products, while 
facilitating trade. It recommends that the Federal government work with the importing 
community in developing methods to address safety risks over the life cycle of imported 
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products and focus actions and resources to minimize the likelihood of unsafe products reaching 
our borders. 

On October 1, 2007, the Working Group conducted a public meeting in Washington, D.C., to 
receive input from stakeholders. By mid-November of this year, an Action Plan based on the 
Strategic Framework will be provided to the President. The plan will reflect the public 
comments and recommend specific action steps the Federal government and stakeholders can 
take to enhance import safety at all levels. 

Federal departments and agencies have already begun to implement high-priority 
recommendations from the interim report. By November 12, 2007, Federal entities that rely on 
IT systems in their review of imported cargo must develop implementation plans to achieve 
interoperability of their import data systems with ITDS managed by CBP. This requirement is 
consistent with the Security and Accountability for Every (SAFE) Port Act of 2006 and will 
ensure a single-window system for reporting on imports electronically. 

The safety of products from China, as well as other trading partners, remains a concern for 
Secretary Leavitt and I, our staffers. Congress, and American consumers. The recent DEG 
episode has reinvigorated attention on China’s regulation of its finished drug products, APIs, and 
excipients. We have limited knowledge of the quality of ingredients and products manufactured 
in China as this fast growing source is just beginning to put in place a national regulatory 
infrastructure. In the past four years, the number of FDA-registered drug manufacturers in 
China has at least doubled. The Chinese government is in the process of re-writing its existing 
cGMP for drugs. Drug manufacturers in China, and some other developing countries, comply 
with cGMP inconsistently and to varying degrees. Provincial authorities who conduct 


11 



215 


inspections of drug manufacturing sites in China are not always equipped with the expertise 
needed for this complex undertaking. 

The Office of Compliance within CDER conducted a series of educational workshops in China 
in December 2005 and April 2006 on current cGMP, in collaboration with the International 
Society for Pharmaceutical Engineering and Peking University, The workshops were intended 
to educate participants on current methods for compliance with cGMP, to ensure effective cGMP 
programs, and to further the common goals of FDA and providers of quality pharmaceutical 
products. The workshops were open to any professionals involved in the manufacture, control, 
and regulation of pharmaceutical products, including process/production engineers, 
manufacturing personnel, quality assurance/quality control and regulatory affairs professionals, 
consultants, regulatory investigators and cGMP compliance officials. 

With the leadership of Secretary Leavitt, FDA and others within HHS are actively engaged with 
our Chinese counterparts in negotiating agreements that will include commitments relating to 
many FDA-regulated products to increase our confidence in the safety of these Chinese products 
that are exported to the U.S. A delegation of senior FIHS and FDA officials are holding a 
second round of negotiations with senior Chinese officials in the Washington D.C. area. 
Represented agencies included the Chinese State Food and Drug Administration and the General 
Administration of Quality Supervision, Inspection and Quarantine. While these two agencies 
have very different roles, we are optimistic that we will negotiate an agreement with each agency 
that advances our nation’s objectives, although perhaps with different approaches. We are 
continuing formal negotiations on two agreements, one on the safety of food and feed, and 
another on the safety of drugs and medical devices. I believe these talks are yielding significant 
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progress towards achieving two, strong, action-oriented documents, and I look forward to the 
signature of these documents. 


CONCLUSION 


Ensuring the safety of the drug products used by American consumers continues to be a top 
priority for FDA and we are working hard in collaboration with our Federal, state, local, and 
international drug regulatory partners. FDA is working diligently to efficiently and effectively 
use the resources and authorities provided by Congress to protect the public health of the U.S. 
and to help ensure that imported products are safe for American consumers. Despite the 
challenges which face us, the American drug supply continues to be among the safest in the 
world. Thank you for the opportunity to testify. 1 look forward to responding to any questions 
you may have. 
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Mr. Stupak. Thank you, doctor, and thank you for being here 
today and for listening to the first two panels, their statements and 
their questions. The last time you were here at the end of the 
meeting, it was on food safety. You indicated at the meeting that 
it was important for you to hear the witnesses and what they have 
to say on issues affecting the FDA, and I appreciate that, and I ap- 
preciate your taking time to he here. 

Dr. VON Eschenbach. Thank you, sir. 

Mr. Stupak. If I may, put up chart No. 3, the GAO chart. This 
was GAO’s chart earlier today — right there 

[Slide] 

Mr. Stupak [continuing]. That they testified to and is part of 
their testimony. If you would take a look, the first country there 
listed is China, 714 plants with 13 inspections. How do we close 
that gap? And you can go right up the line to any country you 
want, but China and India are the biggest two exporters to the 
United States. How are we going to close this gap? I guess that is 
the whole question before this committee. 

Dr. VON Eschenbach. Mr. Chairman, I think we have a number 
of strategies that must be and are being employed to close that 
gap. Number one, as I indicated in my oral testimony, we are en- 
gaged in government-to-government, minister-to-minister, regu- 
latory-agency-to-regulatory-agency interactions to build capacity. 

Mr. Stupak. Right. We are glad to hear you say that, because 
when we met, committee staff met with Bill Steiger, he is your Di- 
rector of Office of Global Health Affairs and Special Assistant to 
the Secretary of HHS, they told us basically they weren’t inter- 
ested. They just pushed back on every suggestion we have, like 
putting people in there, using other countries’ inspectors to help us, 
so we are very glad to hear that. In fact, our staff on this com- 
mittee, we are pleased to hear that. We think that is a good start. 
We think India is a country in particular that really wants the 
United States in there. The only question I would have, then, as 
you do these agreements, whether it is China, India, the UK, wher- 
ever, that country must have some kind of regulatory scheme, then, 
for drug safety and standards, much as ours, like 

Dr. VON Eschenbach. Yes. 

Mr. Stupak. Correct me if I am wrong, but China doesn’t have 
any standards like that. 

Dr. VON Eschenbach. Well, one of the important parts that you 
are pointing out, and I think it is an important part of this entire 
hearing’s testimony, is that our presence in these foreign countries 
gives us the opportunity to build capacity. Build capacity, not just 
as it relates to our ability to inspect more effectively this growing 
portfolio of producers, but, even more importantly, to build capacity 
within those regulatory agencies. 

Mr. Stupak. Does that include putting people on the ground 
there permanently? 

Dr. VON Eschenbach. Yes, sir. Yes, sir. As a matter of fact, we 
look forward to that as being a very key element 

Mr. Stupak. We are glad to hear that, because we just think that 
is one of the ways to go. We are going to do five votes, and I don’t 
want to keep you here with 45 minutes or waiting for us for an 
hour to vote, so let us try to buzz through some of these, if I may. 
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Earmarks chart that you had up there, in fact, the one that was 
up there before 

Dr. VON Eschenbach. Yes, sir. 

[Slide] 

Mr. Stupak. The only caution I have on that is, we heard all that 
before in 1998 and the 2000 hearing. Because everybody was al- 
ways worried about Y2K, and the FDA and all of them came in 
with these same things. They said, we will guarantee all these 
databases will talk to us. We are going to fix the Y2K problem, and 
these will all talk to each other. They will be integrated, and we 
won’t have the problems. We still have the same problems today, 
so excuse me if I am a little skeptical, but why — my question, 
though, is, we heard from the previous panel that this PREDICT 
which is a program going on right now, you are using it for seafood, 
is doing all this, sort of getting interoperable, grabbing the key 
words from different databases, bringing it together. From what 
Mr. Nielsen said, who used to be in your Office of Regulatory Af- 
fairs, it is working, and it is working well. Why wouldn’t you just 
expand that instead of create a whole new computer regimen that 
I am a little skeptical will work? If you have got one that is work- 
ing now, why would you disregard that and go to a different sys- 
tem? 

Dr. VON Eschenbach. We are not disregarding that, Mr. Chair- 
man. As a matter of fact, PREDICT is one of the important models 
that we are beta testing, which I think has ^eat promise because 
of the kind of data that it acquires and puts into our risk manage- 
ment system. In the interest of time, Mr. Chairman, I would like 
to submit for the record a much more detailed assessment of the 
specific steps that we are taking that I think will demonstrate to 
you that this isn’t just same-old, same-old, or more planning, more 
ideas, but rather actual implementation of many of the things that 
you have been expecting and looking for. We heard this morning 
that there was a plan that was developed by some of the members 
of the first panel 

Mr. Stupak. ISP, correct. 

Dr. VON Eschenbach. And they seemed to indicate that nothing 
had been done. I had not had the opportunity to hear that before 
and respond to that, but I will be able to respond to you with re- 
gard to the fact of the matter is, many things have been done since 
that particular plan was put in place. 

Mr. Stupak. Is the ISP plan being implemented? 

Dr. VON Eschenbach. Many parts and pieces of it are being im- 
plemented, and in fact many parts and pieces of that have been a 
core element of what is our more global import strategy that is a 
part of the presidential import quality initiative. 

Mr. Stupak. OK. You mentioned you are to spend 

Dr. VON Eschenbach. I will submit that for the record. 

Mr. Stupak. $247 million on this MARCS system to go to 

Dr. VON Eschenbach. IT, and I want 

Mr. Stupak. Just in IT. Go to No. 4, if you would, chart No. 4, 
from GAO. 

[Slide] 

Mr. Stupak. And here is what I want to know is, what resources 
is it going to take to implement your full plan, your IT plan, your 
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increased inspections? If you look at this chart right there, on the 
right-hand side of that chart as I am looking at it, that is 2007, 
that is the lowest line. The next one is 2008, where you predict a 
40 percent increase in inspections. Where are you going to get the 
resources? Have you asked for additional resources for 2008? If so, 
how much is it going to take to get back to where we are actually 
doing inspections, which technically should be about 1,200 a year, 
not 300? 

Dr. VON Eschenbach. We have asked and allocated in both the 
2007 and have asked, and it is under consideration by Congress, 
in the 2008 budget, increases in our resources to be able to respond 
to this need, and we are continuing to build that business plan as 
we are in the process of preparing our 2009 

Mr. Stupak. Will this be part of this presidential group you have 
looking at food safety and drug safety? 

Dr. VON Eschenbach. Yes. 

Mr. Stupak. And they will put in a specific request for resources, 
then? 

Dr. VON Eschenbach. We are building and have presented, and 
are in the process of building and presenting our 2009 budget re- 
quest, and as I indicated we already had increases in the 2008 
which hopefully when we move beyond the continuing resolution 
will have those resources to be able to be applied. What I also want 
to continuously emphasize, Mr. Chairman, is not only the absolute 
amount of resources, but, more importantly, how we are allocating 
them strategically, because I think we can leverage these resources 
to get more outcomes and just measures. 

Mr. Stupak. I agree. And I have to compliment the FDA today 
that while we are talking about foreign drugs and import into this 
country, you had a press release today saying the FDA raided a 
place today because the place they were producing the drug lacked 
FDA approval and remained under grossly unsanitary conditions 
by General Therapeutics Corporation of St. Louis, Missouri. So the 
problem isn’t just other countries. It is even right here in our own 
country. And with that, let me turn it to Mr. Whitfield. 

Mr. Whitfield. Thank you, and Dr. von Eschenbach, we are de- 
lighted you are here with us today. The first panel today, we had 
some distinguished panel with a lot of experience at FDA, and they 
talked about this internal import strategic plan that was developed 
at FDA, and that was about 3 years ago. From your understanding, 
why has this plan not been implemented as of today? 

Dr. VON Eschenbach. Mr. Whitfield, I am going to ask Ms. 
Glavin to specifically comment on the number of initiatives that we 
have underway, as we speak, and have been underway at the FDA 
to do exactly that, to implement that plan. I regret that the people 
on the earlier panel commented that we are not aware of this, but 
I am pleased to present this to you. 

Ms. Glavin. Well, we have already instituted a program to 
evaluate the accuracy of import filer information so that we can 
make sure that those filers are giving us accurate information. We 
have just posted on our contracting site a request for bids for 
verification of the registration data worldwide. This is to have an 
independent organization go out and actually see every one of these 
places so we have an accurate registration database. We are testing 
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the automated system that has already been talked about, the 
PREDICT system. We have developed a new 

Mr. Whitfield. Ma’am, what did you say about the PREDICT 
system? 

Ms. Glavin. We are testing that. That is a system to automati- 
cally identify high-risk seafood imports for closer examination. 

Mr. Whitfield. And you all have been operating that as a pilot 
program for, like, 3 years. 

Ms. Glavin. No, no, no, sir. Just for a couple of months. We 
started this back in the summer. We have been developing it for 
about 3 years, but we have actually gotten it to the test phase at 
this point. 

Mr. Whitfield. You have been developing it for 3 years. 

Dr. VON Eschenbach. The software programs, and now they are 
being beta tested in 

Mr. Whitfield. But the information I had is that it had been op- 
erating as a pilot for 3 years, but you are saying it is — OK. 

Ms. Glavin. That is right. It has just recently been put into a 
pilot phase. We have also developed a new screening test for use 
at ports of entries. It is a very important part of looking at imports. 
This gives more like rapid screening tests. We have a very inter- 
esting one that has just gone online. We are 

Mr. Whitfield. Well, let me just say that — I am sorry to inter- 
rupt you, but we have votes on the floor, and we have a very lim- 
ited time, and — on this import strategic plan that was developed 
internally, and you were kind enough to go through it pretty pre- 
cisely, are you saying that the majority of that plan will be imple- 
mented? Is that what you are saying? 

Ms. Glavin. We are working on almost all of the recommenda- 
tions in that plan and some of them have already come to fruition, 
but there is still many more that are in earlier stages. The ones 
I have mentioned are ones that are online. 

Mr. Whitfield. And can you tell us as a part of the forthcoming 
President’s Working Group on import safety whether you will be 
proposing a separate foreign inspection program? 

Dr. VON Eschenbach. It will not be part of the import safety 
strategy per se 

Mr. Whitfield. Will not. 

Dr. VON Eschenbach. But it is a part of EDA’s strategy. 

Mr. Whitfield. All right. Of the EDA’s. OK. Now, you had also 
provided us with a graph of the IT program that you all are work- 
ing on right now, which appeared to be pretty complicated 

Dr. VON Eschenbach. Yes, sir. 

Mr. Whitfield. Which I am sure it is. Do you have any time 
table on that of when we 

Dr. VON Eschenbach. Yes, sir. 

Mr. Whitfield. Could you 

Dr. VON Eschenbach. That is a 3- to 5-year implementation 
plan. It is mapped with milestones and outcomes. It has got a busi- 
ness plan underneath of it in terms of building our resources to 
support it, and it does require a cultural change, as was brought 
up earlier today, in terms of interoperability of cross-functional 
units, whether we call them stove pipes or silos, but that is all part 
of and integrated into the plan. 
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Mr. Whitfield. OK. But do you feel like when it is complete it 
should at least have the information necessary to assess the risk 
of foreign drug suppliers? 

Dr. VON Eschenbach. We will have a plan that, number one, 
will get us better data in the first place, and that is critical. We 
must have quality data to start with and verification of the data. 
Two, better ability to acquire, integrate, and assemble that data, 
better opportunities to analyze and mine that data for information 
that we can then take regulatory action on. 

Mr. Whitfield. Thank you, Mr. Chairman. 

Mr. Stupak. Well, thank you. I wish we had more time for ques- 
tions, but I am afraid if we went and voted, we have five votes, 
that we would be there for an hour. So in lieu of keeping you for 
another hour, we will go vote. We will submit questions for the 
record and ask for your assurance that they will be answered in 
a timely manner. 

Dr. VON Eschenbach. Yes, sir. 

Mr. Stupak. We would appreciate it. And thank you again for 
being , and thank you for sitting through this hearing. 

Dr. VON Eschenbach. Thank you, sir. 

Mr. Stupak. That concludes all questioning. I want to thank all 
of our witnesses for coming today and for your testimony. I ask 
unanimous consent that the hearing record will remain open for 30 
days for additional questions for the record. With no objection, the 
record will remain open. 

I ask unanimous consent that the contents of our document bind- 
er be entered in the record, except for No. 9 and No. 11. We will 
scratch those two. So, without objection, those documents will be 
entered in the record. 

That concludes our hearing. Without objection, this meeting of 
the subcommittee is adjourned. Thank you all. 

[Whereupon, at 2:05 p.m., the subcommittee was adjourned.] 

[Material submitted for inclusion in the record follows:] 
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Chinese Chemicals Flow Unchecked Onto World Drug Market 

By WALT BOG 0 ANICH 

This article was reported by Walt Bogdanich, Jake Hooker and Andrew W. Lehren and written by Mr. 
Bogdanich. 

MILAN — In January, Honor International Pharmtech was accused of shipping counterfeit drugs into the 
United States. Even so, the Chinese chemical company — whose motto is "Thinking Much of Honor” — w^ 
openly marketing its products in October to thousands of bttyers here at the world’s biggest trade show for 
pharmaceutical ingredients. 

Other Chinese chemical companies made the journey to the annual show as well, including one manufacturer 
recently accused by American authorities of suppfying steroids to illegal underground labs and another 
whose representative was arrested at the 2006 trade show for patent violations. Also attending were two 
exporters owned by China’s government that had sold poison mislabeled as a drug ingredient, which killed 
nearly 200 people and injured countless others in Haiti and in Panama. 

Yet another chemical company, Orient Pacific International, reserved an exhibition booth in Milan, but its 
owner, Kevin Xu, could not attend. He was in a Houston jail on charges of selling counterfeit medicine for 
schizophrenia, prostate cancer, blood clots and Alzheimer’s disease, among other maladies. 

While these companies hardly represent all of the nearly 500 Chinese exhibitors, more than from any other 
country, they do point to a deeper problem: Pharmaceutical ingredients exported from China are often made 
by chemical companies that are neither certified nor inspected by Chinese drug regulators, The New York 
Hmes has found. 

Because the chemical companies are not required to meet even minimal drug-manufacturing standards, 
there is little to stop them from exporting unapproved, adulterated or counterfeit ingredients. The 
substandard formulations made from those ingredients often end up in pharmacies in developing countries 
and for sale on the Internet, where more Americans are turning for cheap medicine. 

In Milan, The Times identified at least 82 Chinese chemical companies that said they made and exported 
pharmaceutical ingredients — yet not one was certified by the State Food and Drug Administration in China, 
records show. Nonetheless, the companies were negotiating deals at the pharmaceutical show, where 
suppliers wooed customers with live music, wine and vibrating chairs. 

One of them was the Wuxi Hexia Chemical Company. When The Times showed Yan Jiangying, a top Chinese 
drug regulator, a list of 186 products being advertised by the company, including active pharmaceutical 
ingredients and finished drugs, Ms. Yan said, "This is definitely against the law.” 
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Yet in China, chemical manufacturers that sell drug ingredients fall into a regulatory hole. Pharmaceutical 
companies are regulated by the food and drug agency. Chemical companies that make products as varied as 
fertilizer and industrial solvents are overseen by other agencies. The problem arises when chemical 
companies cross over into drug ingredients. “We have never investigated a chemical company,” said Ms. Yan, 
deputy director of policy and regulation at the State Food and Drug Administration. “We don’t have 
jurisdiction.” 

China's health officials have knovm of this regulatory gap since at least the mid-tggos, when a chemical 
company sold a tainted ingredient that killed nearly too children in Haiti. But Chinese regulatory agencies 
have failed to cooperate to stop chemical companies from exporting drug products. 

In 2006, at least 138 Panamanians died or were disabled after another Chinese chemical company sold the 
same poisonous ingredient, diethylene glycol, which was mixed into cold medicine. 

China has an estimated 80,000 chemical companies, and the United States Food and Drug Administration 
does not know how many sell ingredients used in drugs consumed by Americans. 

The Times examined thousands of companies selling products on major business-to-business Internet 
trading sites and found more than 1,300 chemical companies offering pharmaceutical ingredients. How 
many others sell dn^ ingredients but don’t advertise this way on the Web is not known. 

If the Milan show is any guide, most, if not alt, are not certified by China’s drug authorities. 

China exports drug ingredients to customers in 150 countries, said Sun Dongliang, a Chinese trade official 
who helped organize his country’s Milan exhibitors. Many suppliers have passed inspections by drug 
authorities and sell active pharmaceutical ingredients, or A.P,I.’s, of high quality, buyers say. 

“Sometimes you can just have your lunch on the floor of the factory because it’s so clean and so perfect, 
sometimes much better than in Europe,” said Jean-Frangois Quarre, a French drug company official who had 
a booth in Milan. But Mr. Quarre cautioned that he has seen the other side as well. “It’s frightening.” 

At their worst, uncertified chemical companies contribute to China’s notoriety as the world’s bi^est supplier 
of coimterfeit drugs, which include unauthorized copies as well as substandard, even harmful, formulations. 
"Underregulated manufacturers are increasingly becoming the source of AP.I.’s used in the production of 
counterfeit medicine,” R. John Theriault, until recently Pfizer ’s head of global security, said in a statement to 
Congress. 

Because United States drug regulators require pharmaceutical suppliers to meet high standards, the 
American supply chain is among the world’s safest. But as China’s chemical suppliers multiply, Congressional 
investigators are questioning the F.D A.’s ability to protect consumers. 

Even some Chinese chemical companies recognize their limitations in making pharmaceuticals. 

“We don’t have the resources and means to produce medicine,” said Gu Jinfeng, a salesman for Changzhou 
Watson Fine Chemical. 'The bar for producing chemicals is pretty low.” 
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Even so, Watson Chemical advertises that it makes active pharmaceutical ingredients. But Mr. Gu said he 
would export them only to countries with lower standards than China, or if “we can earn really good profits.” 

A Trail of Steroids 

Just days before the Milan trade show, United States officials made an announcement that brought home the 
global reach and attendant dangers of China’s expanding chemical industry. The officials disclosed that they 
had dismantled a 27-state underground network for steroids and human growth hormone, arresting 124 
people in “Operation Raw Deal.” 

The supply trail almost always led to China, Thirty-seven companies there supplied virtually all of the bulk 
chemicals, federal officials said. 

Of the 37 suspect companies, all but one unnamed by the American authorities, The Times identified eight. 
Records show that six are uncertified chemical companies, including Hunan Steroid, which marketed its 
products at the Milan convention. 

“Just want to see the old customers and develop the new market,” said Sun Xueqin, a deputy export manager 
for Himan Steroid. Ms. Sun said the company sold raw pharmaceutical ingredients in Europe and America 
and more advanced pharmaceutical ingredients in India, among other places. 

Later, another Hunan official, Huang Zili, said the company did not sell to the United States, and declined to 
comment on the government’s contention that Hunan was a supplier of bodybuilding drugs. Hunan has not 
been charged with any crime. 

As serious as the accusations are in Operation Raw Deal, health experts say they believe that counterfeit 
drugs, partictiiarly those sold on the Internet, pose a greater threat to a broader segment of the American 
public. 

“The facts are irrefutable,” Mr. Theriault, the former Pfizer official, told Congress. “The importation of 
counterfeit, infringing, misbranded and unapproved pharmaceutical products in the United States is 
increasing exponentially.” Pfizer makes Viagra , one of the drugs most often count^eited. 

Finding imcertified companies feeding the market is not difficult. Orient Pacific International, the Milan 
registrant whose owner did not show up, advertised that it makes and exports pharmaceutical ingredients to 
“worldwide famous medical companies.” The owner, Mr. Xu, is accused of selling counterfeit medicine to 
treat ailments like cancer, mental illness and heart disease, according to United States Immigration and 
Customs Enforcement, or I.C.E. 

Mr. Xu shipped drugs to an Internet pharmacy, investigators say. But he also penetrated the highly regulated 
supply chain of legitimate distributors in Europe, said David A. Faulconer, a customs official. Acting on tips 
from large drug companies, federal officials devised a plan to stop him from doing the same in the United 
States. 


Posing as a buyer, an invrf^gator for the immigration and customs agency met Mr. Xu in Bangkok on March 
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6 . Mr. Xu gave him “detailed suggestions for transshipment and smuggling techniques to evade United States 
Customs detection,” federal records show. 

After investigators bought multiple shipments of counterfeit drugs, Mr. Xu traveled to Houston “to 
consummate an agreement for widespread distribution of his counterfeit products in the United States,” 
according to an affidavit filed in federal court. Federal agents arrested Mr. Xu, who has pleaded not guilty. 

Another company exhibiting in Milan, Honor International Pharmtech, was also the subject of a customs 
investigation. In January, agents seized 3,041 fake Viagra pills sent by the company to a DHL shipping hub in 
Wilmington, Ohio, according to customs. 

The shipment, disguised as grape seed extract, was destined for an Internet pharmacy in Central America, 
said agents who requested anonymity because the investigation continues. 

“We do make grape seed extract,” the company’s managing director, Nie An, said in a telephone interview. 

He denied shipping counterfeit Viagra, but he acknowledged other indiscretions: making false advertising 
claims, using another company’s import-export license and creating a fake corporate name. 

“We don’t really have a factory,” Mr. Nie said, even though he advertised that he did. Honor International is 
just a trading company, he said, adding, “As a trading company, saying you can manufacture attracts 
business. It was fake advertising.” 

The Times found several other companies posing as manufacturers, thereby obscuring a drug’s provenance. 
In a recent joint statement, chemical associations in the United States and Europe cautioned that 
globalization has led to a rise in complexity in supply chains, “increasing the potential for contamination, 
mislabeling or substitution.” 

Pharmaceutical ingredients ean pass through three or four trading companies, none of which check their 
quality. The ultimate manufacturer may not realize the ingredients came from an uncertified chemical 
company. 

Mr. Nie, for example, said he markets Viagra's main ingredient, sildenafil, through a partnership with a 
chemical company in a distant region that he has never visited. "We met them at a trade fait,” he said. “This 
company didn’t even have a booth at the fair. They were standing outside the entrance to the exhibition 
center, and they handed us a flier with a menu of their products.” 

He said he was trying to the reach the factory, which has no Web site, to fill a Croatian company’s order. 

“Our main markets are in Latin America — Brazil, Argentina, Uruguay,” he said. "A little in Canada, a little in 
the United States. In Europe, we export to Germany, Russia, Italy.” 

But Mr. Nie faces an uncertain future. He said that Chinese investigators had recently visited his office, and 
that they knew about the seizure in Ohio. 

Viagra is hardly the only drug that companies try to copy. The French drug maker Sanofi-Aventis grew weary 
of watching other companies sell knockoffs of its new diet drug, Acomplia, and alerted French authorities 
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that three Chinese companies were marketing their own version of the product at the 2006 pharmaceutical 
ingredient trade show, held in Paris. Six Chinese company officials were arrested. 

One of those arrested in Paris was Jin Lijie, managii^ director of the Wuxi Hexia Chemical Company. Still, 
Wuxi Hexia showed up in Milan in 2007 selling a line of pharmaceutical ingredients. 

Its representatives declined to be interviewed in Milan, or at its offices in the boomtown of Wuxi. “We are all 
young college graduates and we are still learning about the market,” said an employee named Du Yanqim. 

Factories on the Yangtze 

A good place to find companies selling uncertified drug ingredients is Changzhou in the Yangtze delta, where 
the raw material for chemical production are readily available and easily transported by canals and roads. 

Several factories there sent representatives to Milan, including the Changzhou Kangrui Chemical Company. 

It makes pharmaceutical ingredients in an old converted steel plant. “I’m afraid it will leave you with a bad 
impression,” said Zhou Ladi, a sales representative, as she gave a tour. She said Kangrui Chemical hopes to 
move into a new plant by early 2009. 

“As long as we don’t export products that are imder patent in other countries, the government encourages us 
to export,” she said. 

To help find customers overseas, smaller factories enlist the services of people like Bian Jingya, export 
manager for a trading company called the Changzhou Wejia Chemical Company. 

Ms. Bian said chemical companies are involved in all phases of drug manufacturing, including making 
finished products. Some, she said, “are under patent in other countries.” 

Ms. Bian, who was also in Milan, said the government should spell out more clearly what companies may and 
may not do. “If you want to be regulated, they will regulate you,” she said, “If you don't want to be regulated, 
they don’t.” 

The Chinese drug agency does not oversee the making of pharmaceutical raw materials, called intermediates, 
which are the building blocks for active pharmaceutical ingredients. “It is unrealistic for us to certify all 
factories that make intermediates and regulate them like medicine products,” said Ms. Yan, the agency 
official. But if companies make active ingredients, a more refined product, then they must be regulated by 
dn^ authorities, she said. 

When The Times pointed out that many uncertified chemical companies openly advertise active ingredients, 
Ms. Yan said that was illegal. “If there are in fact chemical companies that are making drugs without 
certification then this is very serious,” she said. 'These companies are not qualified to make medicine. They 
make chemicals.” 

Wang Siqing, managing director of the Changzhou Yabang Pharmaceutical Company, estimated that 
uncertified chemical companies make half the active pharmaceutical ingredients sold in. China. “The stuff 
produced by chemical plants is clearly counterfeit medidne, but they aren’t investigating,” Mr. Wang said in 
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an interview at his office. "This has been happening in a regulatory void.” He added that most chemical 
company exports go to unregulated markets in Africa or South America. “That’s not to say these products 
don’t enter the United States through these other ojuntries ” he said. 

To find out how well American consumers are being protected from imsafe imported drugs, investigators 
from the House Energy and Commerce Committee recently accompanied F.D A officials on inspections of 
drug plants in China and India. 

In a letter to the F.D A commissioner, the committee said that the agency was unable to provide such basic 
information as the number of firms exporting to the United States, and that overseas F.DA inspectors lacked 
necessary logistical support. A House bearing on F.DA oversight of foreign drug manufacturers is scheduled 
for Thursday. 

"China alone has more than 700 firms making drug products for the U.S., yet the F.DA has resources to 
conduct only about 20 inspections a year in China,” said Representative John D. Dingell. the Michigan 
Democrat who is the chairman of the House Energy and Commerce Committee. The F.D A said it would 
answer the committee’s questions at the hearing. 

Poisonings in Haiti 

United States officials learned of problems with China’s chemical companies in the mid-1990s while 
investigating the fatal poisonings in Haiti. Chinese authorities took no action against the uncertified chemical 
company that made the poison, diethylene glycol, or the giant state-owned trader, Sinochem International 
Chemicals, that exported it. 

A decade later another state-owned trading company, CNSC Fortune Way, exported the diethylene glycol — 
also from an uncertified chemical company — that ended up in the deadly Panamanian cold medicine in 
2006. 

Chinese officials have known for years that imcertified chemical companies are producing active 
pharmaceutical ingredients. In 2004 the Chinese drug authority’s newspaper cited complaints that some 
licensed companies “affiliate” with unlicensed ones to hide their illegal purchases, while others buy only a 
token amount from certified suppliers to pass inspection. “The impact of chemical products on the bulk 
pharmaceutical market hints at a much larger problem: a huge hole in drug safety,” the drug agency 
publication stated 

Since the Panama poisonings, China is considering ways to corral the chemical industry. At Panama’s 
request, Michael Q. Leavitt , the secretary of health and human services, has pressed the Chinese government 
to step up regulation of cdiemicai companies selling pharmaceutical ingredients. 

American and Chinese health officials held their first high-level meeting in May, and hope to sign a 
memorandum of agreement in December. “The Chinese have finally come to the realization that their 
regulatory ^tem needs repair,” said William Steiger, director of international affaire for Mr. Leavitt’s 
agency. But meaningful change will be difficult. Chinese authorities may not have enou^ investigatore to 
weed out the many small chemical companies that are making drug ingredients. 
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And efforts to close the regulatory gap must overcome one particularly thorny issue: some uncertified 
companies accused of selling counterfeit drugs are owned by the government itself. 
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As Director of FDA’s Office of Regiraial Operations, 

DeSxtrah Ralston coordinates the actiwties of a team 
of investigators and analysts located throughout the 
United States to ensure that regulated 
destined for the U.S, market mee< FDA's stamiaids. 

Since joining FDA in 1 972, Ms. Raiston has held 
various positions within the regulatory arena induding 
investigator, compliance officer, and case review arwl 
enforcement officer. 

Q. The number of imported goods that FDA 
regulates has more than doubled in the past five 
years. What is FDA doing to ensure the safoty of 
these products? 

A. FDA has a team of more than 2,000 dedicated, 
scientificaity trained specialists who cosiduct 
inspecffions, collect and analyze product samples, do 
investigations, oversee recails, take enforcement 
actions, and monitor the entry of regulated {^ducts at 
our nation’s bordem. We're responsible for overseeing 
tee full range of FDA-regulated products; human food, 
animat feed, human drugs, vaccines and other 
Woiogics, medical devices, and veterinary drugs. 

FDA artaiyzes about SO.OtX) import product samples 
annually. We also performed over 80,0(X5 
examinations of imported goods in tee fteid and 
conducted over 8CND foreign inspections during the 
past fiscal year— ftom Oct. 1, 2006, through Sept. 30. 

2007. 

Q. What is FDA doing to ensure that pfY>duct8 fixmi China are safe? 

A. FDA l^s been in frequent discussions vwte Chinese officials. A dei^aiion of senior Health and Human 
Serwees and FDA officials visited China te September. ar>d FDA leadership went in Ctatober to begin 
negotiating agreements with our regulatory counterparts. These formal s^reemants wili encourage a greater 
exchange of information and provide oppoitonities ftw us to ccrilafaorate wte nsgulators and industry in China 
on tee science and standards to ensure product quality and safety. This past year, we conducted 
approximately 30 Insf^ctions of manufacturing and i^or^ssing sites in China for products that FDA regulates. 

Q. FDA Inspects or samples less than 1% of ail FDA-regulated products seeking entry into the United 
States. Why doesn’t the agency do more? 

A. Because of tee tremendous volume of imports — abwd $2 Wfiion vrorte of products each year from more 
than 1 50 countries-^#© cannot physically tespect «■ exarrarje every product entering tee United States. We 
use a targeted, risk-based approach, whkte mear« teat vto're working to inspect tee right imports— those that 
may pose a significarfr public health threat. 

For example, we work cooperatively wite U.S. Customs and Sorcter Protection to help identify shipments 
containing potentially dangerous foods artd prevent teem from entering tee country. By law, certain Information 
must be submitted to FDA about food products tefore te^ are shewed to enter tee U.S, We keep our Prior 
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An FOA imports specialist examining hardshell 
clams harvested in international waters. 
Laboratory analysis later confirmed the product to 
be safe. 
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Notice Center open to receive this 24 hours a day, 365 days a year. This means that FDA knows 

in advance when and where specific United States, what those shipments wiil 

contain, countries and entities vfhere th^ ori^ate, ar^ Uie where frie food was manufactured. 


So aithough we don’t physicaiiy insf»cl eirery product, we etectrorucafty examine 1 00% of imported food 
products before they reach our borders. Based on aiteria we have set up, an automated system alerts us to 
any concerns. Then we investigate furUw ar^d, if vifwranted, do a frtTysIca! examination of the product. 

Q. How els® Is FDA improving Its insj^Son ea|tei»}ftl6S? 

A. WeTe providing our investigators with state-of-tee-wt inspection tools that can be used in the field to saeen 
products and provide immediate scientific feedt»ck ^ we can do inspections better. One tool that wall soon 
be using is a device tiiat can detect counterfeit drug produjfe. ft was developed by FDA's Forensic Chemistry 
Center and will be put to wortc by FDA investigatws re^nslble ftw screening international mall. 

Another new hand-held device that we're d^erS numerous elements ir? products, both food and 

drugs, many of whicfi can be toxic. 

We're continuing to explore existing teidwolc^ies to adapt toem for use in the field — not only for investigators, 
but aiso for use in our mobite ?abarad<^s. collect samples of products In hundreds of locations, so it’s not 
possible to have a laboratory established In cfose to every cdlection site. We do have two mobile 

labs that can be sent to foe txirdere when needed. Most recsnHy, our micretoioiogy mobile lab has been to the 
s«.>u{hcrr; tcru'er to detect boctoda arid other paftic^ens m leafy a'''®®ns Atb-* ct the noriherff Ixwder, vur 
chemistry mobile lab has looked for pestiddes, poisons, and towns on a variety of food commodities. No 
contaminated product was found during eitoer deployment. 

Q. What else is FDA doing to improve import safety? 

A. We're working to shift responsibility to produce a safe product— and. in tiie case of a drug or device, an 
effective product as well— to the peoi^e who are presenting the product for entry into the United States. We 
want controls to be tiHJilt in before products reach our borders. We are planning to increase our work with 
foreign govurrtnants a»3d- with our federal partoers who may already have a presence irr other ccur.lnifs to 
provide consultation to these governments on FDA standards and sdence. We want to help them develq? 
their regulatory systems and be able to Identify unsafe products so that those products never leave tiieir 
countries. But if they do make it to our ports, our inspections at the border will provide a second layer of 
fK'otection Instead of a first layer, vftilch is the case for manv of them now. 

Ws also have owifidentiaiity arrangements with 31 foreign counterpart agencies In 17 countries that allow FDA 
to share and receive non-public information about imported products. For example, if the European Union has 
a problem with an imported commodity, they send us notices. Wa’re able to input that data into our automated 
systems to learn whether or not we have received any of those products and to make sure that we set up the 
appropriate controls to ensure that those products don’t come into the United States. 

Q. What can consumers do to help protect themselves from potentially unsafe Imported products? 

A. Consumers ne«j to maintain a level of awareness about their purchases. For example, people who order 
foreign dmgs by mail, thinking they are saving money, can often get comparable generics here for leas than 
what toey're paying abroad, They're i^>ending more money and the qualify of the product is in question. 

Pay attentiem to toe media reports toat eorro ixrt from FDA, the U.S, DefHirtmont of Agriculture, and other 
government agencies that regulate produd» for your protection to make sure yvu aren't using a product that 
has been recalled. Actively participate In reportir>g proWems with produefts you purttoase. 

See "How to Report Problems With Products R^ulated by FDA“ at 
http://w ww.fda,gov/opacom/backgfou,nders/prob|em-htinl 

China Partnerships Page 

http://wyirw,.fda.gov/oc/ir!itiatiyes/advance/china.h^f 
Date Posted: October 1 1, 2007 
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ser of inspections data taken from the 2004 COER Report to the Nation published August 2005. 
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DENNIS 9 . FnZGiBBONS, CHIEF OF STMT 
GREGG A. ROTHSCHILD. CHCF OXINSEL 


The Honorable Andrew C. von Eschenbach, M.D. 
Conunissioner 

U.S. Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 

Dear Dr. von Eschenbach: 


Thank you for appearing before the Subcommittee on Oversight and Investigations on 
Thursday, November 1, 2007, at the hearing entitled “FDA Foreign Drug Inspection Program: A 
System at Risk.” We appreciate the time and effort you gave as a witness before the 
Subcommittee. 


Under the Rules of the Committee on Energy and Commerce, the hearing record remains 
open to permit Members to submit additional questions to the witnesses. Attached are questions 
directed to you from certain Members of the Subcommittee. In preparing your answers to these 
questions, please address your response to the Member who has submitted the questions and 
include the text of the Member's question along with your response. 

In order to facilitate the printing of the hearing record, your responses to these questions 
should be received no later than the close of business Wednesday, January 30, 2008. Your 
written responses should be delivered to 316 Ford House Office Building and faxed to 202-225- 
5288 to the attention of Kyle Chapman, Legislative Clerk. An electronic version of your 
response should also be sent by e-mail to Mr. Kyle Chapman at kyle.chapman@mail.liou$e.gov 
in a single Word formatted document. 
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Thank you for your prompt attention to this request. If you need additional information 
or have other questions, please contact Kyle Chapman at (202) 226-2424. 



Attachment 


cc: The Honorable Joe Barton, Ranking Member 

Committee on Energy and Commerce 

The Honorable Bart Stupak, Chairman 
Subcommittee on Oversi^t and Investigations 

The Honorable John Shimkus, Ranking Member 
Subcommittee on Oversight and Investigations 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Food and Drug Administration 
Rockville MD 20857 


•The Honorable John D. Dingell 
Chairman 

Committee on Energy and Commerce j^j^y g o 2008 

House of Representatives 
Washington, D.C. 20515-6115 

Dear Mr. Chairman: 

Thank you for providing the Food and Drug Administration (FDA or the Agency) the 
opportunity to testily at the November 1, 2007, hearing entitled, “FDA Foreign Drug 
Inspection Program: A System at Risk,” before the House Committee on Energy and 
Commerce, Subcommittee on Oversight and Investigations. Andrew C. von Eschenbach, 
M.D., Commissioner of Food and Drugs, testified on behalf of the Agency. We are 
responding to the letter of January 16, 2008, you sent containing questions for the record. 
Subcommittee Chairman Bart Stupak’s questions are restated below in bold, followed by 
FDA’s responses. 

1. The databases of foreign drug manufacturers at the Food and Drug 

Administration (FDA) are pooriy integrated, inconsistent, and difficult to access. 
Should FDA start from scratch and contact all foreign firms in its database, gather 
detailed information about their businesses, and enter this information into a new 
FDA database in order to include information on the following? 

• Manufacturing product 

• Last FDA inspection date 

• Next scheduled FDA inspection date 

• Products exported to the United States 

Legacy information from old databases could then be integrated into the newly 
created one. 



237 


Page 2 - The Honorable John D. Dingell 

FDA agrees that its current databases related to foreign drug establishments and inspections need 
improvement, however, the Agency does not believe it is necessary to start from scratch and 
create a new database. FDA believes that the optimal strategy to achieve a goal of timely and 
accurate information includes: 

(1) improvement and maintenance of a high-quality online registration process; 

(2) access to third-party databases that tan complement FDA’s data verification and 
auditing procedures and reduce the need for manual verification; and 

(3) improved integration of data and management of information across the various 
Agency databases. 

FDA’s proposed electronic drug registration and listing system (eDRLS) includes automatic 
reminders to firms that will be sent by e-mail. The eDRLS system would require firms to 
affirmatively renew their registration each year. We believe this would help eliminate some of 
the outdated registrations that occur in the foreign establishment inventory. Once finalized, the 
eDRLS database will provide a more accurate source of foreign drug establishment data in a 
more efficient manner. 

FDA is not unique in seeking regular address verification and business identification for the 
industries it regulates. Address verification strategies must be planned to accommodate the fluid 
nature of corporate relationships and a rapidly changing dmg manufacturing inventory. There 
are a number of commercial data and analysis firms that collect some of the information useful to 
FDA’s registration and listing processes and some have had contracts with FDA. FDA is 
currently evaluating additional partnerships for address verification and analysis of the foreign 
inventory. For example, the Center for Drug Evaluation and Research’s (CDER) Office of 
Compliance recently received data from a pilot study performed with a commercial business data 
firm in which corporate relationships and multi-component address verification were examined 
in the drug registration and listing system (DRLS) foreign registrations tables. The preliminary 
analyses show that commercial data sources can match the domestic companies’ address and 
name fields with a reasonable degree of confidence for about 80 percent of the listings. In 
contrast, the matching at a similar degree of confidence in the foreign inventory is only about 54 
percent. These results restate the complexity and challenge in maintaining an accurate and up- 
to-date foreign inventory. Most importantly, the third-party verification process can efficiently 
reduce the proportion of the inventory for which manual address and functional verification are 
needed. For example, high-quality databases need manual address verification for only about 10 
percent of the database. 

FDA is updating information technology (IT) resources to accomplish a goal of a single “status 
report” for its registrants. The status report is envisioned as accessing not only registrations and 
listings data (DRLS), but also a firm’s inspectional status (e.g., from the Field Accomplishment 
and Compliance Tracking System (FACTS)) and importation activity (the Operation and 
Administrative System for Import Support (OASIS)). In order to achieve the challenging goal 
of unambiguous and information-rich status reports on registrants, we recognize the need for 
FDA’s legacy databases to interact with each other. This is a major effort under FDA’s 
Bioinformatics Board’s (BiB) Product Quality and Compliance Review Board. 
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2. Current law states that U.S. domestic drug firms must be inspected once every two 
years. Data made available at the hearing by the Government Accountability Office 
(GAO) suggest, however, that FDA has the resources to inspect foreign firms on 
average only once every 13 years. Is it fair that a U.S. domestic firm — operating in a 
highly regulated environment — is inspected almost every two years, and yet a foreign 
firm — which may be operating in a far less regulated environment — is inspected far 
less frequently? 

The Federal Food, Drug, and Cosmetic (FD&C) Act includes a statutory obligation to inspect 
domestic firms every two years and we strive to meet that requirement. Although we have 
incrementally increased the number of foreign inspections, we would like to conduct more. 
However, it should be noted that: 

• As with FDA’s domestic surveillance mandate, regulatory authorities in foreign countries 
have primary domestic responsibility to inspect products manufactured within their 
borders. We currently monitor the international industry by leveraging information from 
counterpart authorities, conducting increasing numbers of risk-based inspections, and 
performing inspections of sites as part of the pre-approval process. 

• The Prescription Drug User Fee Act (PDUFA) program supports allocation of substantial 
resources toward pre-approval inspections of drug product and active pharmaceutical 
ingredient (API) manufacturing sites referenced in new drug applications so that the 
Agency may achieve its PDUFA review goals. The Agency must factor these PDUFA 
review goals for the selection and timing of a large percentage of its inspections overseas. 
Therefore, FDA inspects almost all domestic and foreign facilities cited in an application 
before a dmg product is approved and shipped to the U.S. While FDA conducts fewer 
post-approval inspections of foreign facilities, FDA has stronger legal authority to 
exclude products from those foreign facilities from U.S. commerce (e.g., to refuse 
admission into commerce if they appear to be adulterated). 

3. Given the substantial diflerence between foreign and domestic inspection frequency, 
why has FDA not asked for more resources in order to close this gap? 

Drug inspections, including foreign drug inspections, are a priority for FDA. FDA developed its 
budget for drug inspections consistent with overall Administration budget priorities. 

4. Is the duration of time between foreign inspections — on average, every 13 years — 
deemed acceptable by FDA? If not, what is FDA doing to close this gap? Please 
provide specifics of this effort. 

FDA agrees that it can improve its foreign drug inspection program. The Agency performed 
increased current good manufacturing practice (cGMP) surveillance inspections in Fiscal Year 
(FY) 2007, but would like to conduct even more inspections. We have also taken the following 
specific steps since 2000 to improve the foreign drug inspection program: 
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• April 1, 2000: Rapid Alert System, a joint procedure for exchanging information, was 
implemented between the European Union (EU) and FDA to promptly alert authorities of 
quality defects, recalls, counterfeiting, and other quality problems that could necessitate 
additional actions or suspension from distribution of pharmaceutical/medical products. 

• October 2000: FDA Import Alert 66-66 was issued to alert districts to detain APIs 
offered for entry that are not manufactured by facilities listed in approved applications or 
are not being shipped to the approved finished product manufacturers. 

• September 2001: FDA adopted International Conference on Harmonization (ICH) 
Q7A, GMP Guidance for API Manufacturing, which has been implemented by 
regulatory bodies worldwide setting quality and cGMP standards for API manufacturing. 

• 2001: Establishment Evaluation System (EES) was expanded to several large 
import districts, to enable identification of entries of APIs without approved 
applications. 

• February 2002: A foreign registration regulation was implemented providing FDA 
with registration data on foreign firms and allowing the Agency to require foreign 
registration as a prerequisite for importation. 

• August 2002: Pharmaceutical Quality for the 21st Century Initiative — A Risk- 
Based Approach is an ongoing initiative to encourage the early adoption of new 
technological advances by the pharmaceutical industry, to encourage implementation of 
risk-based approaches, to ensure that regulatory review and inspection policies are based 
on state-of-the-art pharmaceutical science, and to enhance the consistency and 
coordination of FDA’s drug quality regulatory programs. 

• 2003: Pharmaceutical Inspectorate (PQ program was created providing a specialized 
team of experts in drug product manufacturing to conduct inspections of high risk firms. 
The PI is trained to conduct the more complicated and highly technical inspections. As 
of January 2008, 1 1 PI investigators have been credentialed. 

• 2004: Establishment Evaluation System (EES) was further expanded. 

• September 2005: Risk-based model for selection of manufacturing sites located 
abroad was implemented for surveillance inspections to utilize our available resources 
more effectively and efficiently. 

• September 2005: FDA submitted its application to join the Pharmaceutical 
Inspection Convention and Pharmaceutical Inspection Co-operation Scheme 
(PIC/S), an international forum of regulators that fosters cooperation between 
pharmaceutical inspection authorities. When FDA is accepted, it maybe able to 
exchange inspection reports or other inspection information with regulatory authorities. 
The PIC/S application process typically takes two years or more. 

• November 2005: FDA worked with ICH to finalize ICH Q8 (Pharmaceutical 
Development), a guideline developed internationally that incorporates elements of risk 
and quality-by-design throughout the drug life cycle. 

• November 2005: FDA worked with ICH to finalize ICH Q9 (Quality Risk 
Management), a guideline developed internationally that defines the principles of risk 
management that can enable more effective and consistent risk-based decisions by 
regulators and industry regarding quality. 

• 2005-2006: FDA worked with Peking University, and the International Society for 
Pharmaceutical Engineering (ISPE) to co-sponsor a training program for Chinese State 
Food and Drug Administration (SFDA) officials and industry representatives from 
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pharmaceutical, chemical, trade, consulting, and trade organizations to provide the latest 
updates from FDA on current regulations and guidance for pharmaceuticals, and 
interactive training workshops on solid oral dosage forms and API manufacturing. Since 
2005, FDA has conducted four workshops in China related to cGMPs. 

• 2006: FDA began to host the Forum for International Drug Regulatory Authorities 
to provide information about the U.S. drug regulatory system in an organized and 
integrated manner to foreign regulators from throughout the world. The October 2007 
forum included regulators from 14 different countries and the European Agency for the 
Evaluation of Medicinal Products (EMEA), including 1 1 individuals from China and 13 
individuals from Taiwan. 

• July 2006: Peking University announced a new master’s degree graduate program, 
“International Pharmaceutical Engineering Management,” the result of close 
collaboration between Peking University and FDA that was developed to accelerate the 
modernization of China’s pharmaceutical industry. 

• August 2006: FDA issued its Quality Systems Guidance, to encourage 
pharmaceutical manufacturers (both domestic and abroad) to implement a modem, 
comprehensive and robust quality system, consistent with cGMPs. 

• August 2006: FDA Proposed Rule on Electronic Drug Registration and Listing (e- 
DRLS), if finalized, will create a system that enables FDA to keep manufacturers’ 
registration and listing information current. 

• September 2006: FDA established its Bioinformatics Board (BiB) to consolidate its 
IT infrastructure. 

• February 2007: FDA initiated a Pilot Electronic Registration Program, which is 
expected to have electronic registration available publicly later this year. 

• May 2007: FDA issued guidance on “Testing of Glycerin for Diethylene Glycol 
[DEG]” for pharmaceutical manufacturers, pharmacy compounders, repackers, and 
suppliers to prevent the use of glycerin that is contaminated with DEG. 

• May 2007: FDA convened a Drug Ingredient Safety Task Force to develop a series 
of action items aimed at proactively addressing our susceptibility to similar 
pharmaceutical ingredient contamination and misbranding incidents. 

• December 2007: Department of Health and Human Services (HHS)/FDA signed a 
Memorandum of Agreement (MOA) with the SFDA of the People’s Republic of 
China to enhance the safety of drugs, excipients and medical devices exported to the 
U.S. from China. Specifically, the two countries are establishing a bilateral mechanism 
to help ensure these imported products meet standards for safety and effectiveness by 
building quality into the process from the start. SFDA will require firms that 
manufacture certain products intended for export to the U.S. to register with SFDA. 

SFDA will also work toward a system that will enable it to certify that firms that 
manufacture products, and the products themselves, meet HHS/FDA requirements. 

• 2008: FDA is working to establish a foreign presence in China to conduct audits and 
inspections, provide technical assistance, and exchange information on exported 
products. 

• 2008: FDA now has confidentiality arrangements with 19 agencies in 18 countries 
(including the EU) that permit FDA to share and obtain non-public inspectional 
information concerning foreign drug manufacturing firms. These relationships offer 
FDA substantial opportunities to leverage the inspectional resources of other countries’ 
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competent regulators to obtain important information on the cGMP and other compliance 
status of foreign drug firms. Further, they provide for the exchange of timely 
information about products that have known or suspected safety problems. 

5. Many experts have told the Committee that in order to ensure that foreign drug firms 
are meeting current regulatory standards, FDA should conduct inspections at least 
once every 2 to 3 years. Do you agree? 

FDA believes that a risk based approach to using limited foreign inspection resources is most 
effective and pragmatic in terms of consumer protection. The two to three year inspection (or 
other means to reliably obtain compliance information) frequency that you propose generally 
could be appropriate for those facilities manufacturing high risk finished drugs or APIs, and 
products named in pending New Drug Applications (NDA) or Abbreviated New Drug 
Applications (ANDA). Some firms with questionable cGMP compliance histories may need 
more frequent inspections. Some API manufacturers and low-risk over-the-counter drug 
product manufacturers and testing laboratories can be inspected less frequently. Even among 
facilities manufacturing sterile drugs, the risk of non-sterility (one criterion for assigning a risk- 
based inspection frequency) will differ for aseptically processed drugs and terminally sterilized 
drugs. For some products, even the type of technology used can affect the level of risk. 

Regular inspections of some foreign facilities by other reliable government authorities should 
also influence the frequency of FDA inspections. FDA also believes resources available for 
surveillance inspections should be heavily directed for facilities in countries not known to have 
robust regulatory systems. 

6. Does FDA believe it can effectively understand the good manufacturing practice 
(GMP) status of a foreign drug firm if it is not conducting regular GMP inspections? 
If so, how? 

The cGMP compliance status of any manufacturer, foreign or domestic, can change at any time. 
FDA can assess the cGMP compliance status at any given time by either an FDA inspection or 
by sharing inspection information from other reliable foreign regulators. Non-inspectional 
information such as consumer complaints, recalls. Field Alert Reports, reports from domestic 
firms, and Adverse Reaction Reports may also provide indirect information on non-compliance 
and can lead to scheduling a non-routine facility inspection. 

7.. What does FDA believe is the maximum amount of time that could occur between 
inspections that would ensure foreign firms are meeting U.S. regulations and 
standards? 

We believe a risk-based approach is appropriate in determining when inspections of foreign 
firms take place. FDA does not believe there is one maximum amount of time between 
inspections of every type of facility. Most manufacturers cited in applications of prescription 
drug products who are routinely exporting to the U.S. should be inspected more frequently than 
other products that may present a lower risk. To maximize resources when we conduct a pre- 
approval inspection, we also conduct a surveillance inspection of the firm at the same time. 
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8. China now appears to have the most facilities shipping drug products into the U.S., 
yet FDA dedicates only about 4 percent of its resources to inspections there. In fact, 
using current inspection rates and the number of Chinese firms likely shipping drug 
product to the U.S., it would appear that FDA can only inspect each Chinese firm on 
average once every 50 or so years. It is our understanding that FDA may soon 
consider placing FDA inspectors in China. Is that a correct understanding? If so, 
please provide a) how many inspectors will be based in China and in what capacity 
will they be functioning; b) the date (or schedule) this plan will begin to take effect, 
and c) the estimated projections this plan will have in closing the existing gap of FDA 
inspections of Chinese firms. 

FDA is currently pursuing the establishment of a presence in China. This presence would 
further facilitate FDA inspections in China, and other areas in Asia as necessary. Permanently 
placing Federal staff in a foreign country is an arduous task that involves a rigorous process, 
which includes not just the Agency and Department head, but several offices within the 
Department of State, the U.S. Ambassador in the specified country, and the host country 
government. In addition, such an endeavor must have the dedicated budget to support the 
function. If all of the above obstacles are addressed successfully, an FDA presence in China 
could become a reality in FY 2009. Recently, the Department of State approved the 
establishment of eight full time permanent FDA positions at U.S. diplomatic posts in the 
People’s Republic of China, pending authorization from the Chinese government. 

9. The current largest recipient of FDA foreign inspection resources now appears to be 
India, where about 23 percent of FDA foreign inspections take place (according to 
GAO data presented at the hearing). Committee staff traveled to India to discuss 
with senior government officials the need for a permanent FDA office in India and 
China. In those discussions, both government and industry officials suggested that 
having an FDA office in India wouid be desirable and would foster better regulation 
of drug production for the U.S. market. Moreover, it would enable the U.S. catch up 
on needed inspections. Knowing India’s interest in cooperating with the U.S. 
Government and its desire for more open inspections and safer drug manufacturing, 
is the Administration exploring with India a plan to open such an office? If so, please 
provide details on the approximate dates such an office wouid be set up, and the 
number of FDA officials that would be dedicated to it. 

Secretary Leavitt recently led a high-level delegation to India that included the Commissioner of 
Food and Drugs. Both HHS and FDA are committed to working with India on public health 
matters. The Secretary expressed to his Indian counterparts that we would be interested in 
engaging with them on exploring the possibility of establishing an FDA presence in India. At 
this point, a final decision has not yet been made whether to pursue this further. 

10. Many countries require FDA to conduct foreign inspections in languages other than 
English. In instances where an FDA inspection team requires a translator, one is 
provided by the company being investigated, most notably when Committee staff 
accompanied your investigators to China and India. However, Embassy personnel 
accompanying Committee staff remarked that the provided interpreter was not 
always providing an accurate translation. Since FDA examines numerous documents 
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and witnesses manufacturing procedures, how often do you think inspection problems 
arise due to problems with translation? Why does FDA rely on the company being 
inspected to provide translation services? Why docs the U.S. Government not 
provide FDA teams with a foreign language interpreter? Are there plans to address 
this matter? If so, how? 

While some FDA investigators who do international inspections speak foreign languages, 
language ability is not a prerequisite for this work. This expertise is captured in an Agency- 
maintained database and when appropriate, we make efforts to select qualified investigators that 
may also speak the native language in the country being visited. It is correct that during the 
inspection process, FDA investigators routinely rely on assistance from firms’ U.S. agents and 
representatives to assist with translating documents and oral conversations. However, we 
believe this practice has not affected our investigators’ observations associated with the 
manufacturing process. Providing dedicated translators for each inspection would be costly. 
Having translators not cleared by the company or employed by FDA could present some 
confidentiality problems because FDA investigators review and discuss trade secret and other 
confidential information during inspections. This protected information could include whether a 
product receives approval, product formulations, and patented manufacturing processes and 
equipment. FDA understands the Committee’s concern, however, and plans to further explore 
its options when determining the best ways to manage language barriers. 

11. Industry officials told this Committee that a domestic inspection can last several 
weeks, yet we understand that foreign inspections are often allocated only about 
three days in a schedule that typically contains three or four inspections spread over 
three to four weeks in various foreign locations. FDA inspectors interviewed by 
Committee staff have indicated there is not sufficient time to thoroughly inspect a 
facility in this timeframe. Given this reality, would a foreign FDA office help ease 
this timeframe constraint and lead to more through inspections? 

Because the majority of the cost associated with a foreign trip is often the travel costs, FDA 
attempts to schedule inspections in a manner that is the most resource- and cost-effective. FDA 
believes it is most cost-effective to schedule two to four inspections per trip, allowing for one 
firm to be inspected each week. In addition, depending on the inspection program area, the 
Agency can send more than one investigator to inspect a given site. We realize this time- 
commitment is a challenge for our investigators, and the Agency has introduced a number of 
incentives to help recruit volunteers for multi-week international trips. 

Regarding the amount of time allotted for the completion of the inspections of each firm, we 
extrapolate the allotted time-firames from the actual amount of time it takes to conduct the same 
types of inspections domestically. If the need arises to extend a certain inspection because of 
problems or observations found, there is flexibility to allow more time for the inspection, and we 
would make arrangements for the inspection to be completed adequately. We rarely need to 
extend international trips beyond pre-determined inspection times. 
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In addition, as mentioned in response to question eight, FDA is pursuing establishing a presence 
in China. This presence would further facilitate FDA inspections in China, and other areas in 
Asia as necessary. 

12. How do inspection plans differ when condensing a several week long inspection of a 
domestic firm, to a three-day inspection of a foreign firm? In what ways do foreign 
firms receive less scrutiny, compared to the more thorough inspections of domestic 
firms? Please provide specific details. 

We believe that the quality of foreign drug inspections is similar to that of domestic inspections. 
A foreign drug inspection trip is typically scheduled for three weeks and includes three drug 
facilities. Each inspection typically takes about one week. Depending on the product involved, 
we have scheduled inspections for as little as two to three days for a control testing laboratory, 
and up to two weeks for a sterile product. 

The scheduling process for foreign inspections, and the time dedicated to conduct an overseas 
inspection, takes into account the domestic historical average time for a particular type of 
inspection. Accordingly, inspections are planned in advance and the scheduled time to complete 
the inspection reflects the length of time it historically takes to conduct a domestic inspection. 

In addition, since these inspection schedules are arranged in advance and are difficult to change, 
foreign inspections are reserved for the Agency’s more senior investigators. 

13. It is our understanding that the foreign inspection program is a voluntary program 
for FDA inspectors. Additionally, many foreign inspection trips can be arduous and 
may require difficult travel to remote regions of the world, sometimes placing FDA 
inspectors’ health and safety at risk. FDA has bad difficulty in getting volunteers to 
conduct inspections for some parts of the world. What happens when you are unable 
to find a volunteer for a required foreign inspection? Has the agency ever been 
unabie to recruit volunteer inspectors, thus requiring it to direct an employee to 
conduct a foreign inspection? 

FDA would direct investigators to conduct foreign inspections when/if qualified volunteers could 
not be identified, and has done so on a few rare occasions. 

14. Is there any current effort to retool the foreign inspection program to either 
provide more Incentives to go on foreign inspections or to create a permanent 
foreign inspection workforce whose entire mission is solely to conduct inspections 
abroad? 

The Agency currently has a number of incentives that are designed to increase the number of 
volunteers that would be willing to conduct foreign inspections for trips lasting three weeks or 
longer. These incentives are reflected in the enclosed Memorandum of Understanding between 
FDA and the National Treasury Employees Union (NTEU). In addition, we are currently 
reviewing this program and attempting to identify additional incentives and approaches to 
enhance our ability to schedule and perform foreign inspections. 
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15. FDA inspectors receive specific training to specialize in a particular inspection area, 
such as drugs, medical devices, or even the inspection of biomedical research trials. 
Has FDA ever directed an employee to conduct an inspection outside their area of 
expertise? 

No. Investigators are nominated to the foreign inspection cadre consistent with the procedures 
referenced in Field Management Directive 13 and 13A, which directs that investigators meet 
specific criteria. It should also be noted that investigators may have multiple disciplines that 
would allow them to conduct inspections in multiple program areas. 

Generally, investigators in the international inspection cadre meet the following basic 
requirements: 

• Grade GS- 1 2 (Journeyman Level) or above; 

• Completed 6-months of on-the-job training using the FDA Investigational Training 
Manual, 

• Completed Basic Law and Evidence Development course; 

• Completed Investigative Interviewing course; 

• At least three years experience conducting independent inspections in preferred 
program area(s); 

• Demonstrated ability to prepare concise, accurate, and timely Establishment Inspection 
Reports (EIRs) and FDA 483 reports, pursuant to appropriate guidance; 

• Demonstrated ability to communicate orally; and 

• Excellent working knowledge of FDA’s laws, policies, and procedures. As a 
representative of FDA and the U.S. Government, the candidate must have a 
demonstrated professional demeanor and ability to communicate Agency requirements, 
policies, and procedures. 

In addition, investigators generally meet the following specific requirements: 

Drug Investigators: Successfully completed Basic Drug Manufacturing Quality Control 
course and Industrial Sterilization (or equivalent); 

Device Investigators: Successfully completed Basic Medical Device Training course and 
Process Validation or Industrial Sterilization (or equivalent); 

Biologies Investigators: Blood Banks/Plasma Center: Successfully completed Basic 
Blood Banking and Plasmapheresis course and Advanced Blood Banking and 
Plasmapheresis course (or equivalent).- Biologies Products: Successfully completed Drug 
Manufacturing and Quality Control and Industrial Sterilization course (or equivalent); 
Food Investigators: Successfully completed Low-Acid Canned Food (LACF) or Seafood 
Hazard Analysis and Critical Control Points (HACCP) and Basic Microbiological Training 
course; and 

BIMO Investigators: Successfully completed Clinical and/or Non-Clinical Bioresearch 
Monitoring Training course (or equivalent). 
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In preparing for an inspection, qualified investigators typically review the assignment, the 
appropriate compliance program, the firm history, as well as any specific guidance for industry 
that could be relevant to the type of firm being visited. 

16. We understand that foreign firms — due to visa requirements and other factors-are 
often given several weeks notice of an impending inspection, whereas FDA can make 
unannounced inspections of a domestic firm. Does this factor grant an unfair 
advantage to foreign firms, because it allows them to “prepare” for an inspection well 
before FDA Inspectors arrive? 

While the Agency can theoretically perform an unannounced foreign inspection in most 
countries, it should be noted that some countries require clearance from the local government 
through the visa process to enter. Recently, some FDA staff proposed performing unannounced 
inspections in certain circumstances to further support the Agency’s efforts to ensure the quality 
of imported drug products. The Agency intends to pursue the feasibility of unannounced foreign 
inspections and will evaluate whether such inspections are practical on a case-by-case basis. 

One challenge to this approach is ensuring that the appropriate personnel and records are present, 
as well as making sure that the firm to be inspected will be manufacturing during the time of the 
inspection. 

There is no requirement in the FD&C Act to provide advance notice of inspections to foreign 
facilities, but there may be a practical need to do so. For example, a translator may be necessary 
for the inspection or there may be security concerns. It is also possible that a foreign firm could 
deny FDA access to their facilities. In some countries, the foreign government requires FDA to 
notify it of inspections to be performed and the foreign government may provide advance notice 
to the firm. In addition, international agreements may exist, which determine or limit the 
actions the Agency is able to take in the foreign country. Lastly, a foreign country may issue a 
visa to FDA staff based on information about the purpose of the visit provided at the time of 
application. 


Thank you again for the opportunity to testify. Please let us know if you have any further 
questions or concerns. 



Acting Assistant Commissioner 
for Legislation 


Enclosure 
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cc; The Honorable Joe Barton, Ranking Member 
Committee on Energy and Commerce 

The Honorable Bart Stupak, Chairman 
Subcommittee on Oversight and Investigations 
Committee on Energy and Commerce 

The Honorable John Shimkus, Ranking Member 
Subcommittee on Oversight and Investigations 
Committee on Energy and Commerce 
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MEMORANDUM OF UNDERSTANDING (MOU) 
BETWEEN 

THE FOOD AND DRUG ADMINISTRATION (FDA) 
AND 

THE NATIONAL TREASURY EMPLOYEES UNION (NTEU) 
REGARDING 

MANDATORY FOREIGN INSPECTION ASSIGNMENTS 


FDA and NTEU agiee thM they are committed to treating domestic and foreign inspection 
assignments equally and that foreign inflections are part of the ovetall Agency vmk plan. 
Accoidmgly, the Patties agree to the following; 


1) The FDA will rotate inspections fairly and equitably among ^ilaily qualified 
employees. 

2) In ordo' to encouiage volunleen for foreign inspections, foe FDA will announce a call 
for volunteers on a semi-aimual basis to participate on internaticmal inspections. This 
national volunteer list will identify travder, area of expertise, and country and time 
preferences for travel. This list will be foe first consideration fm identifying 
employees to condiret foreign inspections. 

If management does not select a volunteer for an inspection fiom foe national survey, 
inspection assignments will be issued on a regional basis at vfoich time foe regioD will 
work to identify a qualified volunteer by disclosing the assignment request to all 
qualified employees wifoin foe region. 

If no volunteers who apfiy for foe inspections are selected or if no volunteers apply, 
then FDA will make every reasonable effort to assign the inspections on the 
regional/district level using the following assignment jnocess: 

a) To any qualified CS-13 employee; 

b) To any qualified GS-12 employee; 

c) To any anothre qualified employee. 


Ail assignmonts listed above will be made on foe basis of regional inverse senitsity 
based upon HHS Entry On Duty date (EOD). Once an employee is chosen for (and 
performs) the inspection, die employee’s name then goes to foe bottom of the inverse 
soiiority list based on grade. 
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bi the event that the A^ncy adt^ a PD containing a specific percoitage of time to 
be spent in tim intenational arena, qualified.aii{doyees on this PD will be considered 
by managenrent prior to a), above. 

3) From October 1. 2003 to September 30, 2004, qualified employees CS-12 ot below 
will not be assigned to perfotm a fmeign inspection trip mote Oian once per year. 

4 ) Ail volonteen and BKriped employees may twitch their scheduled foreign infection 
assignment with ui apprqniately qualified counrerpait within their regicm, contii^etit 
upon management 

5) Hardship Exemptions : If an employee who is assigned to perform a foteipt insnectiim 
is unidde to acccHnptish the woA assignment due to an emogency or unforeseen 
dicumstmce, they should notify bodi District managemmit ami DPI immediately. 
Qiqiloyees may be excused fimn ftnagn inspectitm assignments by tmmagnasnt 
upon a riiowing ditf they have valid exienuming dicumsiances present that would not 
aUow diem to perfimn the assignment Valid extenuating circumstances are. 
primarily, conditions outside the control of die employee which wimld preclude them 
from being dde to travel abroad without some economic or personal him otherwise 
occurring. The request fm an exemption should be made in vAiUng within five (S) 
worlcdays of receipt of the foreign inspection assignment The circumsttmces 
surrounding an employees inaUlity to conduct the foreign inspectitm will be reviewed 
on a case-by-case basis and management will make the final decision on the 
employee’s work assignment Any management denials of such requests will be 
provided in writing to the employee vrithin five (S) workdays of the request All 
deniak are grievable through the nqprtiated grievance procedure. 

6) Bom October 1,2003 to September 30, 2004. for qualified employees GS-12 or 
below who did not volunteer for the inspection asrignment, foreign inspections will 
narmally be limited to a period no more than two weeks. 

7) Employees will always be provided with contact information fw an alternate mbadc- 
up trip coordinator to handle any necessary travel or inspection changes w4ien the 
primary coordinator cannot be readied. However, in the absence of access to a travd 
planner, employees may make their own travel arrangements. 

8) Emptoyees that are required to take numerous short legs of a trip once they have 
arrived in die country where the ftxeign inspection is to occur may advise tfie travd 
planner as to their p r e f er red mode of transpcntation for those legs of the trip. 

9} The FDA wiUiaovide non-volunteers assigned to condiret foreign inspections as 

much advance notice as possible, but normally no less dian eight (8) weeks prior to 
the assignment 


2 
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The FDA will wmnally jsovi^ oon-volunteets assigned to coiduct fcoeign 
inspectioBS widi advaim notice of ten (10) calendar days of their full travel sctedule, 
including inforrmoioa n^aiding any duigeious conditions in-country as defined by 
dw State Departmeitt. 

All afiected en^iloyees will be given the cqrportunity to attend the FDA/ORA 
International Inspections Course, pefetably prior to performing their first foreign 
infection. 

The FDA vnll provide all employees that petfonn foreign inflections widi travel 
services, nnidi^ insurance coverage, aniFor emergency transport^on/evacuation 
insurance coverage. 

13) The FDA will aidimrize business class travel in accordance widi 41 CFR 301- 
10.l24(i) of die Federal Travel Regulations, and other aiqillcidile laws and 
i<^;uiations. 

14) Up to fifteen (IS) hours ofoverfime or compensatory dme per week vnll be 
MidKniaed in advance fin workdays m excess of ei^ boms for aU hips immiving 
transoceanic travel. For ail other trips (e.g.. Canada mid Mexico) enployees will be 
audioiized vqp to tea (10) hours per wedc for workdays in excess of «^t (8) hours. 

All overtime must be requested and a^qxoved in advance. 

15) Ein(doyees will be oqiected to complete the write-up of reports normally not later 
than thirty (30) calendar days after they return fiom conducting the foreign 
inspection. 

16) In order to guarantee the safety of FDA employees and consistent with existing FDA 
policy, two (2) employees will normally be assigned as a team on any foreign 
inspection trips to countries given travel advisories or warnings by the State 
D ep ert n i en t and other countries as detenniiied by management. Tbeteamwill 
indude at least one (1) employee who has prim expe ri ence in fotdgn infiectioiis. 

Translators will be provided for employees while petfotming inspections d»oad 
whenever there is no designated English-speaking company representdive available 
at the firm bang inspected. 

18) As a resource, the FDA will provide, upon request, the name(s) and contact 
information of employee(s) who have conduct foreign inspectkmfs) in a particular 
country of interest 

19) Cell {dumes that connect intenutionaliy will be provided to all employee teams 
performing a foreign inflection for the duration of their lime abroad. In the event that 
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a ceil phone is unavailable that is compatible with the countiy in which the foreign 
inspection is being poformed, an intemational calling card will be provided to the 
inspection team. 

20) The FDA will request that the foms being inspected in countries given travel 

advisories w warnings by the State Department and ofoer countries as determined by 
management, provide a driver and/or a company contact for en^loyee(s} assigned to 
inspect the fin^ Management will continue to make teascmable efforts to ensure foat 
strict secuti^ practices ate adopted for all employees in these types of countries, 
including providing a contact tMt may be reached at all times in case of mnergencies. 


In accordance wifli government rule and regulation, employees will be allowed to 
process ATM transactions on their expense vouchers in ot^ for them to avoid 
rarrying massive amounts of traveler checks or cash at any one time. This 
mrthorizalion will be stated on all foreign travel orders. 


22) DFl does not routinely schedule inspections in countries that have mi associated State 
Departmoit warning. The State Department warning is used as a signal thtt such 
requests for inspection need to be further evaluated on a case-by-case basis. During 
this assessment, FDA wei^ concerns about the safety of its investigates a^inst the 
public health benefits to US citizens of having access to the product being inspected. 
For routine inspections, FDA has historically made decisions on the side of cautkm 
for the safety of its investigators. For |»oducts that are innovative bicaktiuou^ 
products or are considered medically necessary, FDA generally errs on the side of 
public health benefit and requests volunteers to conduct the inspections. FDA has 
qrplied this policy uniformly to avoid establishing precedents for one country that 
could not be consistently fulfilled in other countries for which we have similar 
concerns about travel. The Agency will normally only .use volunteers to conduct 
inspections in courttries that teve an associated State Department warning. 




A lack of experience widi foreign inspections will be considered when the 
perfoimance of any employee on such inspections is evaluated. 


^10 Management will bold foimal 7114 meetings with all affected FDA employees 
regarding the changes to the foreign irtspection program and this MOU. A 
r^nesentative fiom each rqiptopriate NTEU drapter will be notified in advance of the 
roeetirtgs atul afforded the oiqioilimity to attend. 


This MOU will become effective upon the signatare by both parties. Hk MOU will 
expire iqx« tire erqnraliott of foe cunent FDA/NTEU collective batgiuning agreemoit 
(CB A), or on the effective date of its successor, whichever occitrs first. The Parties 
recogniro that Ibis MOU will remain in effect during the interim between the 
erqriiation of foe cunent CBA atrd the effective date of any successor agreement. 


4 
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For the FDA; 


FortteNTEU: 


Diana Kolaitis 
RFDD. Noititewt Regicm 
Chfef Negotiator 

Execution Date; aaol 



Daniel P. DiJames 
National Negoiiaior 


V-x- 
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DEPARTMim'OFHEALlB A1«>HIJMAN SERVICES 


Die* S<{to!i>er29,2003 


pram 

SubiKt 

To 


JfololilTvIar,] 

AssocUteConmasj^rTor iUsgiilat^ AfiGiirs 

Voliiiitey Fofdgn hisptCSm Program Iiqprovement > FDA/NTEU M(XI 

Bfilara Sliedry 
NatiOTfllRep-NTBU 


AMc Hsotlb S«rv)e» 

Food WRi Dnig AdRdRtotrMon 


Memorandum 



Endroed £s the oudise of my review and considenition of die recommendatiom stibxn^ed to lay 
attenticHiby die joint PDA (ORA)/NTEU Voluntary Fomgn Inspection woric^oiq) (VFQ. fas 
addition,, I wmdd 13ce to M^terawledge 119 appreciadcm of die coUabcndve cffOTt die 
wcal^roiq) in tibeir delflieradoiis ander wliat can be considered a difSodt situation gsvca die 
logistical fitcTOraeacooiitBed in bringing the poop together. AsTefcrencevn^riiargetodie 
workgroup (as required under our aareot MOU) was as fellows: 

Todevdop options (tneattives) for consideratkm that would: 

• fa|Bovediev<to<ary fbroigttiMpectionp ro gt ar i ^ 

• boeasepaitk^ntioBiniiieimigraml^affefteriiiiiiiMrofanplt^ees; 

• En oou n tge and promote the pwpam as a viaMe meoh a iii , «an to acccanplirii die Agency*s 
darign B^eetks oonBatment^ 

• Bjqpandtndning options dtat 8 iq?iK>td» program 

After carefid coBSideratioa and coosnltatioo with ORA senicr mmagcca, 119 dedsioik Rgaidii^ 
cadi feconom&tun is oodined in Ae dtert bdow. 


VoiiiatBry Foitteilnspectioa Workgroop Reoananeadadoos 

ACRA'a Decisioa 

# 1 . Eii|iIo}nswiUbegivcn«MaIof$300ofmccathrep«yf(ircadi 
staiad>nlfinig>>'>9>c<><>>>t>i>- Ifdonigftemineorilietlindinltrip 
asnsmiiails uc canedkd flat nmk h 1 ndactiai in inqaccliba tiuiB Aic to 
citcvinstaices oat of die employee’i ooKiol wUle Hiey me in linvel statns, 
dK aqpkO'CC win receive flK $300 nwd. 

Nele: Work pmhetj must befilfiir use la aecordanceyiilthlOM 

reiuirmeatt.laeeallveawimbyiinbebsuedtiitKxperyear(mUyem’md 

tad^year). 

Note; NTEU and i^AvUlaeed to Nga OH MOU agreeing that this pay tall 
not be a ttart of die CBA Awards Vagram. 

A|i|novedL ORM to cocidmate 
widiOKCVDn 

Accqitcd - For die pinposa of 

tltkiwTOiwaTiitiim Mwt 

egreanent die Handud finign 
iospectioii ti^ a comidcred to 
be 3 weds in length. 



254 


#2. Eofiloytcsinnbe^eiidieapticmtoiiseatotalofsixbounpecli^of 
FWAP to be used befiire Ibe fijre^ m^ectioB m order to ptepate fo 

theti^ (og.iaedtori«cbdiBii!sisionieircxcluoee.) 


#3. Soii^etkmofvolimtecnfodtotoRigiiiiispectioii program will go to Approved 

aDeiiiploj'ccs. The esnpbiycereqKnses to die survey win go to die District 

coadtoadoopomt M am gemnitwindecife if eniployees are qualified and 

sidiseqiiaidy a consolidated list of vobnuem to DFL TIk didiict 

win nake die vtAmteer list avaSaUe to eriqrloyeea wttiin die disttkt DFI 

win conolidtfe dto distiict leg^toBes and prqiare a NadoDal list of 

vtAndeos. Tbe natianal vrdnoteer list win be the fint considentioa for 

idend^iiivinAnduBlsfarfixci^inspedtons. DFlwilliiakeaiiamB < 

request to die eoi|diq«e’s borne (fittrkt managernent If a requested person is 

adnequendy not svailabUv and if anodier vohniteer m diat i&trict can not be 

ideiaifie4 die districS buli^ contacted win refer to die oatianal vtdnnteer 

list as diey work to identify a torvderwibliin dot The region win. 

have dw option to look tor vobintctn widiin their repon or from the 

nadomdlist 


Note: Any ai^iayeemdtr a PIP or administrative action mil not be 
Ae Natiom! volunteer list 


M. Oevd^andcstablishaniodiileinCdtAUtoconipIeincnt I Approved, ORA®HRD actual rerpned 
the foreign inspection cadre irainini! course. I 


#5. EoqployecswinbeanowedtoatilizeanAWSaiul/ar 
particqnte in die FWAF program for die first week iqion 
return firm the foreign inspection trip. 


1f6. EstaUisii a pilat tor FY04 tor Foreign bispectionGS-i3 
ion tor CSCVAnalvst 


#7. Anevaiiiatioaofiiiy)IeinBntediecammendadons(new 
featura) afiv 12 mondis. 


Aiqiroved, supervisory inqilementation 
necessaiy 


Approval ORM action requned 


Approved, initial date 10/1/03 to O/BCMM, DFI 
tasked wito coordination widi NTEU 




dl. lqilofifieen(tS)bonisofavBtimcotoaaipensat(xy tunepaweekwillbcaudiorizedinadyancetor 
workdays in cacessed eight honis tor an tr^mvolving transoceanic travcL For ad other tr^ (eg, Canada 
and Madco) employeea win be andutized up to ten (1 boors per wedc tor workdays in excess of el^ (8) 
hoars. AH overthriBiiaist be requested and approved in advance. 


#2. ArauM leave nary be ap p roved at two days per werk not to exceed a trtal of five days per trip; provtiferf 
duuAenisnoad^danaleostlodie 




frit die decisioa e^diis office in keqring widi die teeaeamendatioiB of die VFI workgroup, diat 
dtt accepted and approved ooeutives are appUcaUe ONLY to qualified OS-1 1/12/13 mcntocss of 
die torcipi inqicd^ cadre and eadndes csqpkyecs who are participating in die GS-13 Pilot 
Program tor Foreign Inspection. 
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insaiss;^ 


n DnjQ msseotion Proaram Figures 


Letter from Rep. Dingell, ef al, to FDA Commissioner Andrew von 
Esciienbach, re: imported prescription drugs and »ie ingredients used 

their manufacturing. 


Letter from Rep. Dingell, et al, to Commissioner von Eschenbach, re: 
FDA's oversight of foreign drug manufacturing facilities. 



European Fine Chemicals Group (EFCG) and the Synthetic Organic 
Chemical Manufacturers Association (SOCMA) Joint Position Paper, 
subject "Uneven Enforcement Leads to Sub-par Drugs and National 
Security Risk," 


IMIiMMlM 


21 uses § 360 "Registration of Producers of Drugs and Devices. 


tmmitmml 


Presentation by Deborah Autor, CDER Office of Compliance at the 
GPhA 2007 Fall Technical Conference, subject "FDA Perspective; 
High Priority Topics & Future Directions." 


Email attachment from Heather Rubino Althouse, re; Drug Import 
AeSvities conducted by FDA's Office of Regulatory Affairs since FY02 


FDA Internal Report, Import Drug Program 


Washington Post article by Marc Kaufman, re; "FDA Scrutiny in India, 
China as Drugs Pour into U.S." 


U.S. News & World Report articie by Nancy Shute, re; "Are Your Drugs 
Safe?" 
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JOHN BARROW. GEORGIA 
8AR0N F. HU. INDIANA 


ONE HUMMED TENTH ONiGRESS 


fl.&. ^su£e o( Sitpresmtatitits 

Committee on Cnergp anl> Commerce 

^Stofjmston, I3C 20515-^U5 


JOHN D. DiNGELU MICHIGAN 
CHAmMAI4 


JOE BARTOT. TEXAS 
RAMmC MEMBER 
RALFHKHAil. TEXAS 
J. GENNS HASTERT, ILUNOS 
mEDUFTDN. WCH»AN 


NATHAN UM. GEmtOIA 

EOWWiraiA KENTUCiCY 

BARBARA IXIBIN. WrmtNG 

JOIN miMnS. ILLBNHS 

HEATHBt WHSON, NEW MEXCO 

JOHN a SHADEGO. ARCEDNA 

CHAMES W. 'CHS^ nCKERINa MISStSSlFFI 

VITO FOSSELLA. NEW YORK 

STEVE BUVEMNDIANA 

GEORGE RWANOVICH. CALIFORNIA 

JOSEFH R. FITTS, FENNSYLYANIA 

MARY BOND. CALIFORNIA 

CMC WALDEN, OREGON 

LK TERRY. NEBRASKA 

MKE I^RGISON. NEW JERSEY 

MKE ROGERS. MORGAN 

SUE MTIUCK. NORTH CAROLINA 

JOHN SULLIVAN, OKLAHOMA 

TIM MURFHY. FIHNSYLVAHIA 

MICKAa C. BURGER TEXAS 

MARSHA BLACnURN. TENNESSEE 


October 2, 2(K)7 


DENNIS a FfTZGIBSONS. CHEF OF STAFF 
GREGG A. R0TH6CHIL0, CHIEF COUN«L 


The Honorable Andrew C. von Eschenbach, M.D. 

Commissioner 

U. S. Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857-0001 

Dear Dr. von Eschenbach: 

Under Rules X and XI of the Rules of the U.S. House of Representatives, the Committee 
on Energy and Commerce and its Subcommittee on Oversight and Investigations are 
investigating the ability of the Food and Drug Administration (FDA) to protect the American 
public &om excessive risks associated with imported prescription drugs and the ingredients that 
are used in their manufacture. As part of this investigation. Committee staff recently 
accompanied FDA staff on several foreign inspections in both China and India, which are major 
manufacturers and exporters ofphannaceutical products. We appreciate the cooperation we 
received from your agency to ensure that our staff could observe these inqrections as well as your 
staff’s assistance with our overall investigation. 

The Committee examined the FDA’s foreign drug inspection program nearly 10 years ago 
and identified a number of deficiencies. Unfortunately, many of these d^cieneies appear to 
continue to plague the program today, and in some cases appear to be worse. For example, 
databases and computer systems used by FDA to track drug firms exporting to the U.S. still seem 
incapable of providing meaningful, real-time data regarding which firms are actively shipping 
products to the U.S. and when they were last inspected. Moreover, the amount of time b^een 
surveillance inspections appears inconsistent and, in some cases inspections are quite overdue. 
Finally, constraints on general resources qrpear to be having a direct effect on a several aspects 
of the program. This includes the ability to hire and use language interpreters so that FDA staff 
are not forced to use an interpreter provided by the drug firm being inspected; the length of time 
they can stay at a particular firm for an inspection; and the ability to do rapid follow-up 
inspections once problems are identified. 
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Given the limitation on these resouicra and the effect it is having on the program, coupled 
with the increasing growth in overseas drug manufacturers seeking to export products to U.S. 
markets, the Committee remains concerned about the overall CE^ability of the FDA’s foreign 
drug inspection program and its ability to keep up with a changing global maiketplaoe. As the 
U.S. increasingly relies upon drug products fiom foreign manufacturers, it is critical that FDA 
have a robust c^ability to oversee foreign drug manufacturing facilities, which will clearly 
require significant re-tooling of this program. We believe your office should give this matter 
increased and inunediate attention. 

To date. Committee staffhas attempted to both obtain basic data on FDA’s foreign drug 
inspection program and its present workload obligations. This has included several meetings and 
conference calls with FDA officials responsible for managing this program. Perh^s because of 
the limitations and configurations of current FDA databases that provide information on drug 
imports, FDA has ^parently experienced considerable difficulty in providing basic information 
to the Committee. These limitations include the irwbility to provide: (1) number of firms 
currently exporting to the U.S.; (2) when they were last inspected; (3) where they are located, and 
(4) projections of new firms seeking to export dmg products to the United States. On August 23, 
2007, Committee staff conducted a conference call with members of your staff to obtain a basic 
outline of data regarding FDA inspections of foreign drug product manufacturers. From that 
discussion. Committee staff understood your employees to represent the following information 
regarding FDA’s present knowledge about foreign drug manufacturers that ship product to the 
U.S. (and other related inspection activities). Based on this, we request that your office confirm 
whether the following information is accurate, and that you supply additional information as 
requested; 

1 . As of August 23, 2007, there were 2,967 pharmaceutical product-manufacturing firms 
registered with the U.S. that are likely shipping to the U.S. and would be subject to: (a) 
pre-approval inspection; and (b) ongoing surveillance inspections. 

2. Ofthese nearly 3,000 firms, they break down as follows: (a) 183 are making both 
dosage/active pharmaceutical ingredients (API) products; (b) 1,146 are making API only; 
(c) 1,036 are making dosage only, and (d) 600 firms are making products “unknown to 
the FDA.” Please provide a description of what is meant by “unknown to FDA.” 

3. FDA has conducted approximately 1,379 foreign inspections since Fiscal Year 2002 — 
1,196 were both pre-approval and ciurent good manufacturing practice (CGMP) 
inspections, 107 were pre-approval inspections only, and 76 were CGMP inspections 
only. 

4. Bach year, FDA defines and identifies throu^ its risk model approximately 100 “high 
risk” firms for CGMP surveillance inspection, but can only undertake about 25 such 
inspections annually due to resource constraints. Please provide the risk scores for the 
top 150 firms assessed by FDA’s risk model for 2006 inspections. 
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5 . FDA does not know the exact number of firms that currently manufacture and export 
over-the-counter (OTC) products to the U.S. or whether those finns have been inspected. 

6. FDA databases do not provide full accounts of what is entering the U.S. at any given 
time and what is the present inspection workload. FDA is, however, working to update 
and “coordinate” these databases. 


7. FDA is currently unable to easily distinguish between firms which are “registered” to 
ship to the U.S. and firms which are actually “shipping” to the United States. 


Finally, we request additional information on the following questions; 




\l JPlease provide a comprehensive list of all foreign companies lhat manufacture dmg 
•products, including OTC drugs, prescription drugs, and APIs, and the specific products 
each firm exports to the United States. 


(ll For each firm on this list, please provide: (a) where the company is located; (b) how 
M long the firm has been exporting to the U.S.; and (c) when FDA last inspected the firm. 
Also, please identify which firms have undergone a New Drag Application or 
Abbreviated New Drag Application inspection (referred hereafter as a “pre-approval” 
inspection). Please further identify which of these firms have received a CGMP 
inspection and with what fi^quency. 


3. Please provide a detailed description of the risk management model FDA currently uses 
to determine which foreign inspections to undertake. 

4. How many foreign firms manufacture drag products for export to the U.S. but have 
never received an FDA inspection of any kind? 

5. Pursuant to 21 USC 360(h), it is requited that every domestic “establishment engaged in 
the manufacture, propagation, compounding, or processing of a drag” be inspected by 
the FDA at least once every two years. Does FDA inspect domestic firms once every 
two years? If not, which firms subject to the requirement are not inspected once every 
two years? If a subset of firms is identified in this category, please explain why they are 
not subject to an inspection once every two years. 


6. What are the average differences in the fiequency of inspections between foreign and 
domestic firms? Are there any difficulties for FDA in obtaining these data? 


7. What statutory or regulatory requirements exist for FDA to inspect foreign drug 
manufacturing firms at a particular frequency? 

8. In its 1998 report entitled “FDA: Improvements Needed in the Foreign Drug Inspection 
Program,” flie Govemmatt Accountability Office (GAO) found that FDA lacked a 
comprehensive, automated system for managing its foreign inspection program. At the 
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tiine, GAO observed that IS different computer systems — very few of which were 
integrated— were used to manage FDA’s foreign drug inspection program. Almost 10 
years later, EDA ofBcials have told staff that they still have considerable difficulty with 
the computer databases used to track and manage foreign inspections for those firms 
exporting drug products to the United States. What are the current limitations on FDA’s 
ability to track drug exports sent to the U.S., and what limitations do the present systems 
have on managing foreign inspections? What action is FDA taking to strengthen this 
information technology? 

9. Please provide a detailed description of the personnel structure for foreign inspections. 
How do foreign inspectors fit within FDA’s Division of Field Investigations (DFl)? 

Who performs foreign inspections, and how many of these inspectors are there? How 
are inspections assigned? What are the requirements for inspectors to prepare for foreign 
inspections? Do they specialize in certain regions of the world? 

10. Does FDA assess and work with foreign inspectorates to maximize the effectiveness of 
its foreign inspection program? Describe how FDA’s DFI works with the Department of 
State to ensure an adequate level of in-country knowledge and support (e.g., for 
translations and logistics) for foreign inspections? 


We appreciate your attention to this matter and look forward to working with you to 
address this important public health matter. We are requesting that you provide answers to these 
questions on a rolling basis, but no later than three weeks finm the date of this letter. If you have 
any questions about this request, please contact us or have your staff contact Chris Knauer or 
Joarme Royce with the Committee Majority staff at <202) 226-2424 or Peter Spencer with the 
Committee Minority staff at (202) 225-3641. 




Subcommittee on Oversight and Investigations Subcommittee on Oversight and Investigations 
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DENNIS B. FltZGIBBONS. CHIEF OF STAFF 
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The Honorable Andrew C. von Eschenbach, M.D. 

Commissioner 

Food and Drug Administration 
5600 Fisher Lane, Room 1555 
Rockville, MD 20857 

Dear Dr. von Eschenbach: 

As part of the Committee on Energy and Commerce’s ongoing investigation into the ^ility 
of the Food and Drug Administration (FDA) to protect the American public fiom excessive risl^ 
associated with imported prescription drugs and the ingredients that are used in their manufacture, 
we recently sent you a request for information concerning FDA’s oversight of foreign drug 
manufacturing facilities (see attached). The purpose of this letter is to outline obsavations fiom a 
recent Committee staff oversight trip to Chii^ and India, which was conducted to observe FDA 
inspections, as well as gather infonnation from industry and regulatory officials in these countries. 
Information obtained &om this investigative trip, in uldition to previous and continuing work in this 
area, has raised a number of matters that warrant your attention. 

We wish to emphasize at the outset that, based on Committee staffs observations and 
discussions with industry officials, the quality of the inspections appears both thorough and 
professional. As indicated below, however, there are several practical challenges faced by FDA teams 
tlmt, if addressed, could enhance the agency’s ability to conduct its ov^eas inspections. We 
understand that Committee staff has briefed you directly on some of the following observations, and 
we appreciate your prompt attention to important issues. Nevertiieless, we believe tiiat tiiese 
issues require a formal agency response so that we can better assess the assistance needed for FDA to 
build a stronger forngn-inspection program. Accordingly, under Rules X and XI of the Rules of the 
U.S. House of Representatives, we ask that you respond to die following requests by no later than the 
close of business t^ weeks from the date of this letter: 

1 . China and India have become maj or producers of active pharmaceutical ingredients and 

finished drug products. According to interviews with key Govcnanent and industry 
officials in both countries, China and hidia will continue to expand their production 
capability in these areas. There are already a number of multinational pharmaceutical 
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companies that have either located facilities in these two countries or plan to do so in the 
near future. Some of these companies are planning to market products directly within 
China and India, while others will use these facilities to manufacture and export 
phannaceutical products to other countries, including the United States. This will likely 
pose significant additional workload requirements on FDA in the near future and will 
further strain an already-stretched FDA foreign inspection program. FDA needs to begin 
efforts to project what effect this additional workload will have (or is having) on the 
existing inspection program and determine the level of additional resources that will be 
needed, including inspectors willing to travel overseas. Please describe how FDA is 
assessing future workload requirements for its foreign inflection program. In addition, 
does FDA have any current projections of what the global marketplace in the area of 
pharmaceuticals will be like in the coming years or decade? If so, please provide any 
analysis, particularly for China and India. 

2. Establishing permanent FDA offices in China and India could greatly facilitate die 
inspection process, according to certain industry and Government observers who were 
interviewed by Committee staff Such an office could assist in coordination of FDA 
entry and movement within the country and allow for more seamless operations during 
and between inspections. In addition, these permanent offices could assist in improving 
collaboration between the United States and other countries by facihtating cross training 
of regulatory inspectors and standardizing procedures. Please provide your assessment 
of the value and feasibility of opening permanent offices in China and India 

3. According to Cormnittee staff senior Indian officials fixim that country’s Government and 
dmg industry have expressed support for having an FDA presence in hidia Such presence 
could serve multiple goals. First it could provide FDA with the ability to more rapidly 
inspect Indian firms, as needed, reducing logistical and long-distance travel burdens. 
Second, it could provide India’s key regulatory agencies, which may soon undergo reform 
to build capability and csqracity, with a better understanding of how FDA conducts current 
good manufiicturing practice inspections. Finally, it would facilitate exchanges of 
information and practices regarding ovnsight of drug product safety in the growing Indian 
drug-manufacturing sector. Is FDA or the Department of Health and Human Services 
(HHS) working with India on any framework that would allow for a permanent presence in 
that country? Ifso, please provide details ofthis work to the Coramittee. If not, please 
explain why not, given India’s prominence in the area of drug manufacturing and its 
apparent willingness to have an FDA presence within India. 

4. It remains unclear what China’s position is on the matter of an FDA office, although 
Chinese officials emphasized to Committee staff that diey seek increased cooperation 
and collaboration with FDA. We understand that this is the subject of continuing 
discussions between senior HHS officials and their Chinese counterparts, hi a related 
matter, we understand HHS and FDA are currently working on a Memorandum of 
Agreement with China regarding the regulation of drug imports. Please provide ongoing 
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briefings on efforts by FDA and HHS to work with the Chinese on any fiamework that 
involve drug inspections. 

5. At a minimnnj, according to Committee staff, a Foreign Service National (FSN) 
employed by FDA at U.S. embassies in China or India could greatly facilitate travel 
logistics, independent translation services, and essential background information for 
FDA inspectors before and during inspections. FSNs dedicated to FDA teams could 
provide in-country expertise and support to the FDA inspection program until a more 
formal or elaborate arrangement is made by the United States and certain key host 
countries. Has FDA considered the use of FSNs in either country to help facilitate its 
inspection efforts? If so, please describe that effort. Ifnot, is this an area that FDA 
would contemplate exploring? 

6. According to Committee staff, Chinese language translators were provided to FDA 
teams by the companies being inspected. In general, FDA foreign inspections are 
technically complex and often confirontational. A translator hired by the company being 
inspected raises obvious conflicts of interest. It would appear that inspections conducted 
in certain parts of the world would benefit fiom translators who work directly for the 
U.S. Government. The State Department may be able to provide translators to the 
inspectors to facilitate impartial corrununications between FDA inspectors and the 
companies being inspected. Please describe FDA plans to employ U.S.-financed 
translators for foreign language-related inspections. 

7. The current schedule of FDA inspections can require FDA teams to travel for three 
continuous weeks in order to conduct three inspections. Senior inspectors told 
Committee staff that this is a particularly dmtanding schedule that can compromise the 
quality of the inspections, hi the United States, when problems are identifi^ in a 
particular firm, FDA inspectors can remain additional days to complete their work. In 
the overseas arena, inspections are usually bundled together as a single trip — which may 
involve multiple countries. Giyen the complex travel logistics, FDA inspectors have no 
extra time to spend on a particular inspection. Has FDA done a cost-benefit analysis of 
these tightly scheduled, multi-fihm, multi-country, multi-week trips? Would FDA be 
better served changing the structure of foreign inspection trips in order to reduce trip 
duration and to allow more time and flexibility on particttiar inspections if problems are 
found? 

8. Committee staff observed that FDA inspectors did not receive briefings on the regulatory 
and political climate of the countries they entered. Briefings provided eithra directly by 
FDA or by the State Department could assist FDA inspectors to maneuver more easily 
within foreign countries. Moreover, it is our understanding that inspectors do not 
qjecialize in a particular country or region of the world, but instead may travel to any 
country where a firm is subject to an FDA inspection. Please describe whethCT you believe 
country-specific briefings would assist FDA inspection teams in conducting their work 
and, if so, how you plan to incorporate fliis into your foreign infection program. 
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Moreover, please describe whether there would be an advantage for FDA inspectors to 
specialize in certain countries or regions. 

9. Committee staff observed that FDA inspectors did not receive health briefings regarding 

disease risks in the countries they were entering, or what precautions should be taken to 
prevent potentially contracting diseases while in those countries. Diseases such as 
malaria and dengue are prevalent in many countries and pose significant health risks to 
FDA inspectors. Standardized health briefings would greatly enhance the ability of FDA 
teams to avoid illness and maintain the integrity of the foreign inspection program. In 
addition, it spears that FDA inspectors were not fully aware that the U.S. Embassy staff 
could assist with travel and health-related issues to FDA employees on official 
Government business. Please describe how FDA inspectors are briefed regarding 
disease threats in specific countries and what precautions FDA formally provides 
inspectors about guarding their health before they begin a foreign assignment. Also, 
please describe what contingency options are providwl to FDA inspectors regarding 
travel and other extraordinary circumstances before they begin an assignment 

Thank you for your prompt attention to this matter. If you have any questions related to this 
request, please contact us or have your staff contact Christopher Knauer or Paul Jung of the 
Committee Majority staff at (202) 226-2424 or Peter Spencer of the Committee Minority staff at 
(202)225-3641. 


Sincerely, 



Subconunittee on Oversight and Investigatiorrs Subconunittee on Oversight and Investigations 
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March 17, 1998 

The Honorable Joe Barton 
Chairman. Subcommittee on Oversight and 
Investigations 
Committee on Commerce 
House of Representatives 

Dear Mr. Chairman: 

In the late 1980s, at least 15 Americans reportedly suffered epileptic 
seizures, and 2 died, alter taking a drug that allegedly contained a 
poor-quality ingredient that had been manufactured in a foreign country 
and imported by a U.S. pharmaceutical company. Reports of these tra^c 
incidents and other problems raised concerns about the Food and Drug 
Administration’s (fda) ability to ensure the safety and quality of the 
increasing volume of foreign-produced drugs imported daily into the 
United States. 

According to FDA, as much as 80 percent of the bulk pharmaceutical 
chemicals used by U.S. manufacturers to produce prescription drugs is 
imported. Moreover, the number of finished drug products manufactured 
abroad for the U.S. market is increasing, fda inspects foreign 
manufacturers to help ensure that pharmaceutical products entering the 
United States are safe, pure, and high in quality.* However, a 1988 fda 
Internal review and a 1993 internal discussion paper identified serious 
problems with the agency’s foreign inspection program.^ Specifically, 
these internal evaluations found that fda was not taking prompt action 
against foreign manufacturers because inspection reports were not being 
prepared in a timely manner. The 1993 discussion paper also noted that 
headquarters staff often disagreed with field investigators about the 
results of foreign inspections and whether fda should reinspect problem 
manufacturers to verify th^ they had corrected serious deficiencies. 
Further, the evaluations found that fda was not routinely inspecting 
foreign manufacturers to ensure that they complied with U.S. 
manufacturing standards. Finally, the evaluations found that fda did not 


'We uee 'pharmaceutica] products* to refer to pharmaceuticals imported in finished dosage form as 
well as bulk dmg substances (for example, active pharmaceuticBl ingredients or bulk ph^maceudcal 
chemicals). 

^Office of Regulatory Affairs, Program Evaluation Branch, *An Evaluation of FDA’s Foreign Inspection 
Program,’ Rockville, Md , March 1988, and the internal FDA discussion paper entitled 
’Recommendations to Strengthen SurveiUance and Enforcement Operations Associated with the 
Importation of Human Drugs,' prepared by the Regional Director and senior staff, mid-Atlantic Region, 
1993. 
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have a comprehenave data management system to monitor foreign 
manufacturers. Tlie evaluations concluded that unle^ corrected, problems 
in FDA's foreign inspection progr^ could lead to the importation of 
adulterated and low-quality drugs that could pose serioxis health risks to 
Americans. 

This report responds to your request that we examine fda’s efforts to 
correct problems identified in the earlier evaluations. In subsequent 
discussions with your office, we agreed to examine fda’s efforts to 

prepare inspection reports and take enforcement actions against foreign 
pharmaceutical manirfacturers in a timely manner, 
improve the consistency with which fda evaluates the results of foreign 
inspections and conducts reinspections to verify that foreign 
pharmaceutical manufacturers have corrected serious deficiencies, 
conduct routine inspections of foreign pharmaceutical manufacturers to 
monitor their compliance with U.S. quality standards, and 
improve the management of data needed for planning inspections, 
moiutoring infection results, and taking enforcement actions. 

To obtain mformadon on fda’s foreign inspection program, we 
interviewed fda officials and examined documents regarding fda’s 
requirements for inspecting, reporting, and taking enforcement actions 
against foreign pharmaceutical manufacturers. We also examined fda’s 
1988, 1993, and 1997 internal evaluations of its foreign inspection program 
and discussed them with agency officials.'^ 

To determine the timeliness of enforcement actions, the consistency of 
evaluations of foreign inspection results and enforcement actions, ffie 
frequency of routine inspections, and the management of data, we 
analyzed computerized data on the 287 foreign inspection reports fda 
reviewed during fiscal year 1996 and the 267 it reviewed during fiscal year 
1997. In addition, we reviewed inspection reports for 22 pharmaceutical 
manufacturers in China and 17 in India that were inspected between 
January 1, 1994, and May 15, 1996. We focused on Ctoa and India because 
they represent two developing countries that had large increases in 
pharmaceutical products exported to the United States. We interviewed 
the investigators who conducted the inspections and the fda officials 
responsible for reviewing these inspection reports. We did not 
independently verify the accuracy of data provided by fda. These are the 


■’Office of the Commissioner. U.S. Food and Drug Adminislration, "Summary Report of the Foreign 
Inspection Working Group," Rockville, Md.. June 1997. 
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same data fda uses to manage the foreign inspection program. Except for 
this, we performed our work from April 1996 to February 1998 in 
accordance with generally accepted government auditing standards. 


Results in Brief 


FDA has taken several actions to address problems with its foreign 
inspection program that were identified in two previous internal 
evaluations. Although ft>a has improved the timeliness with which 
investigators submit inspection reports, in fiscal year 1996, almost 
60 percent were still submitted later than called for by agency standards, 
including half the reports that identified the most serious deficiencies in 
manufacturing quality. Moreover, fda is still experiencing delays in taking 
prompt enforcement action against foreign pharmaceutical manufacturers. 
During fiscal year 1996, fda took, on average, almost four times longer 
than its required time to issue warning letters to foreign pharmaceutical 
manufacturers with serious manufacturing deficiencies. The extent of 
these delays can be significant. For example, in one case fda allowed a 
manufactirrer in India to continue exporting its pharmaceutical products 
to the United States despite its investigator’s finding that the manufacturer 
could not adequately test for impurities in its product and water system. 
Nearly 2 years elapsed before fda determined that enforcement action had 
not been taken s^ainst this manufacturer. 

During fiscal years 1996 and 1997, headquarters review personnel 
continued to downgrade the classifications of inspections recommended 
by its field investigators who conducted the inspections. Most of the 
decisions to downgrade the classifications were based on foreign 
manufacturers’ promises to implement corrective actions. As a result, fda 
conducted fewer reinspections of these facilities to verily that foreign 
manufacturers had corrected serious manufacturing deficiencies. In one 
case, for example, fda headquarters reviewers accepted a manufacturer’s 
written explanation of the actions it was taking to correct deficiencies in 
its testing procedures, instead of issuing the manufacturer a warning 
letter. As a result, this facility was not reinspected even though agency 
documents raised questions about the manufacturer’s trustworthiness. Our 
analysis showed that in fiscal year 1996, half of the inspections in which 
field investigators recommended agency enforcement action were 
downgraded by headquarters review staff, which meant that fda 
conducted 50 percent fewer reinspections to verify that foreign 
manufacturers corrected the deficiencies observed during their initial 
inspections. The frequency of downgrades has increased significantly in 
the past year. In fiscal year 1997, fda downgraded about two-thirds of the 
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inspections in which fieJd investigators recommended agency enforcement 
action. 

FDA conducts infrequent routine inspections of foreign manufacturers to 
ensure that they continue to comply with U.S. quality standards, although 
routine surveillance inspections constitute fda’s most comprehensive 
program for monitoring the quality of marketed pharmaceutical products. 
Most inspections of foreign pharmaceutical manufacturers are performed 
to approve the marketing of new products. Routine surveillance 
inspections of manufacturers producing approved pharmaceutical 
products already marketed in the United States accounted for only 
20 percent of fda's foreign inspections during fiscal year 1995. As a result, 
routine inspections of foreign pharmaceutical manufacturers occur with 
far less frequency than the 2-year interval required for domestic 
manufacturers. In China and India, for example, 4 to 5 years elapsed 
between fda inspections of pharmaceutical manufsu^ers. 

Acknowledging that it needs to conduct more routine surveillance 
inspections, pda has developed a four-tier strategy aimed at ensuring that 
high-risk foreign pharmaceutical products and manufacturers are 
inspected more frequently. While this strategy may improve the frequency 
of routine inspections for some facilities, fda acknowledges that most 
foreign pharmaceutical manufacturers may never receive a routine 
surveillance inspection. 

FDA has been striving to improve its management of data needed for 
planning inspectioixs, monitoring inspection results, and taking 
enforcement actions. At present, fda relies on 15 separate systems to 
identify foreign pharmaceutical manufacturers, plan foreign Inspection 
travel, track inspection results, and monitor enforcement actions. As a 
result, essential foreign inspection data are not readily accessible to the 
different fda units that are responsible for planning, conducting, and 
reviewing inspections and taking enforcement actions against foreign 
manufacturers, fda is developing a comprehensive, agencywide automated 
system to provide better data for managing its foreign inspection program. 
The first phase of fda's new Field Accomplishments and Compliance 
Tracking System (facts) is expected to be implemented during fiscal year 
1998. 

Our report contains several recommendations to the Commissioner of fda 
to establish procedures to help ensure timely compliance with U.S. quality 
standards by foreign pharmaceutical manufacturers. 
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Background 


FDA is responsible for the safety and quality of domestic and imported 
pharmaceutical products under the Federal Food, Drug, and Cosmetic Act. 
Specifically, fda’s Center for Drug Evaluation and Research (cder) 
establishes standards fw the safety, effectiveness, and manuf^ure of 
prescription pharmaceutical products and over-the-counter medications. 
ODER reviews the clinicsd tests and manufacture of new pharmaceutical 
products before they can be approved for the U.S. market, and it regulates 
the manufacture of pharmaceutical products already being sold to ensure 
that they comply with federal statutes and regulations, including current 
"good manufacturing practice" (gmp). gmp requirements are federal 
standards for ensuring that pharmaceutical products are high in quality 
and produced under sanitary conditions.* In addition, cder enforces the 
act’s prohibitions against the importation of adulterated, misbranded, and 
counterfeit pharmaceutical products. 

CDER regulates the manufacture of pharmaceutical products by requesting 
that fda’s Office of Regulatory Affairs (ora) inspect manufacturers both at 
home and abroad to ensure that pharmaceuticals are produced in 
conformance with gmps. ora manages investigators located in fda’s 21 
district offices, .^proximately 375 investigators and 75 microbiologists 
and chemists conduct inspections of foreign pharmaceutical 
manufacturers, ora’s investigators inject manufacturers that produce 
pharmaceuticals in tinished form as well as manufacturers that produce 
the active ingredients used in finished pharmaceutical products. Typically, 
ORA investigators travel abroad for about 3 weeks at a time during which 
they inspect approximately three manufacturers. Each inspection ranges 
from 2 to 5 days in length, depending on the number and types of products 
inspected.® In fiscal year 1996, fda reviewed the results of 287 inspections 
of foreign pharmaceutical manufacturers conducted by its investigators in 
35 countries (see figure 1). About 70 percent of these inspections were 
performed in manufacturing facilities that produce the active ingredients 
used in finished pharmaceutical products. 


■*The cuirentgoodinaitufacturingpiacuce regulations (21 C F.R parts 210 and 21 i) provide a 
framework for manufecturere to follow to ensure that they produce safe, pure, and high-quiility 
pharmaceutical products. While TOA has an essential role in ensuring safe, pure, and high-quality 
pharmaceutical products, the individual manufacturers are ultimately responsible for the safety and 
quali^ of their products. 

*FDA contends that foreign inspections now range from 2 to 7 days and may be performed by a single 
investigator or an inspection 
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Figure 1 : The 287 FDA Inspections of 
Foreign Pharmaceutical Manu^cturers 
In 35 Countries Reviewed During 
Fiscal Year 1996 
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ODER requests that ora's investigators conduct inspections for three 
reasons. First, ODER requests pre-sqiproval inspections to ensure that 
before a hew drug application is approved, the manufacturer of the 
finished pharmaceutical product as well as each manufacturer supplying a 
bulk pharmaceutical chemical used in the finished pharmaceutic^ product 
comply with gmps. Bach step in the manufacture and processing of a new 
drug, from the sources of raw materials to final packaging must be 
approved by pda, ^cond, cder requests postapproval or routine 
surveillance inspections to periodically assess ^e quality of marketed 
phannaceutical products. During these inspections, investigators verify 
that manufacturers of finished pharmaceutical products and bulk 
pharmaceutical chemicals comply with gmps.® Third, cder requests 
for-cause inspections when it receives information indicating problems in 
the manufacture of approved pharmaceutical products. In addition, cder 
requests for-cause inspections of manufacturers that were not in 
compliance with GMPs during previous inspections. In for-cause 
inspections, fda investigators determine whether the manufacturer has 
improved its production processes to comply with gmps. 

During an inspection, the ora investigator examines the phannaceutical 
manufacturer’s production processes, product packaging and labeling 
processes, product contents, warehouse practices, qualify control, 
laboratories, recordkeeping systems, and other manufacturing practices. 
The investigator reports observations of significant objectionable 
conditions and practices that do not conform to gmps on the 
Ust-of-observations form, commonly referred to as fda form 483. At the 
end of the inspection, the investigator gives a copy of the form 483 to the 
highest ranking management official present at the manufacturing facility. 
The investigator also discusses the observations on the form 483 with the 
firm's management to ensure that they are aware of any deviations from 
gmps that were observed during the inspection and suggests that the 
manufacturer respond to fda in writing concerning all actions taken as a 
result of the observations. Figure 2 shows fda’s process for managing 
foreign pharmaceutical inspections. 


^FDA's surveillance of foreign pharmaceutical products also includes routine sampling of imports at 
the port of entry to the United States. In addition, FDA's postapproval surveiUance astern for human 
phannaceutical products consists of inspectioits of manufacturing establishments, which we discuss in 
this report- 
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Figure 2: How FDA Manages Foreign Pharmaceutical inspections 
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After returning to the district office, the investigator prepares an 
establishment inspection report that describes the manufacturing 
operations observed during the inspection and any conditions that may 
violate federal statutes and regulations. The investigator also recommends 
whether the manufacturer is acceptable to supply pharmaceutical 
products to the United States. The investigator’s district office formally 
endorses the recommendation after reviewing the inspection report to 
determine if it supports the proposed recommendation. The district office 
forwards its endorsement along with the investigator’s establishment 
inspection report and the form 483 to cder. The foreign inspection team 
within Oder’s Office of Compliance reviews the documentation and the 
manufacturer’s vmtten response to fda about any corrective actions taken. 
ODER then decides whether the manufacturer complies wiffi gmps. 

Inspections of pharmaceutical manufacturers are classified in one of three 
categories. As table 1 shows, during fiscal year 1996, 238 inspections (or 
83 percent) revealed deviations from gmps. Of these, cder determined that 
46 inspections revealed deviations from gmps that ranked in the most 
serious (or "official action indicated") category. 
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Table 1: Distribution of Inspection Results of Foreign and Domestic Pharmaceutical Manufacturers, Fiscal Year 1996 



Foreign 


Domestic 


Ciassiricatlon 

Explanation 

Number 

Percent 

Number 

Percent 

Official action indicated 
(OAI) 

OAI classifications are considered the mo^ 
serious and indicate deviations from GMf^ that 
require some FDA intervention to ensure that 
corrections are made. OAI classifications require 
FDA to issue either a warning letter or an untitled 
letter, the manufacturer to correct problems and 
respond in writing to FDA about the corrections 
made, and FDA to reinsp^ct the manufacturer to 
verify that it has improved its fxoduction 
processes to comply with GMPs. 

46 

16% 

182 

21% 

Voluntary action 
indicated (VAI) 

VAI classiftcations are considered less serious 
than OAi classifications and indicate deviations 






from GMPs that are amenable to cwreciive ~ 
by the manufacturer with no comprom= 
safety. VAi classifications reoi»' 
manufacturer to agree k' 
problems and FDA to vi 
corrected all less-serioui 
the next routine surveillan 


No action indicated 
(NAI) 

Total 


NA! classifications indicate 
deviaUons from GMPs. 



1? 

100% 


40 

*99% 


..ispection classificauon for 16 domestic inspeciior^s. 


When ODER classifies a foreign pharmaceutical inspection as “official 
action indicated” (oai), it sends the manufacturer an enforcement letter 
ODER issues two types of enforcement letters: untitled letters and warning 
letters, cder issues an untitled letter to a foreign manufacturer when the 
inspection was conducted as part of its review of a new drug jqsplication 
and the manufacturer has not previously been inspected and accepted to 
supply ^proved pharmaceutical products to the United States. The 
untitled letter notifies the manufacturer that its manufacturing process 
does not comply with federal statutes and regulations and that failure to 
take corrective action may result in the disapproval of any new drug 
application on which the manufacturer is listed. 

CDER issues a warning letter to a foreign manufacturer when a subsequent 
ir^pection of its f^Uity is classified as oai. Warning letters are issued to 
manufacturers that are already supplying approved pharmaceutical 
products to the United States. Warning lettere indicate that serious 
manufacturing deficienci^ can and are affecting commercially marketed 


Page 1 1 


GAO/HEHS-98'21 Foreign Inspection Program 



284 


B-275814 


products. The warning letter notifies the manufacturer of its violation of 
federal statutes and regulations and that failure to take corrective action 
may resiilt in further fi>a enforcement action, cder issued 17 untitled 
letters and 19 warning letters to foreign pharmaceutical manufacturers in 
fiscal year 1^6. 

If CDER classifies an inspection as oai and believes the manufacturer’s 
product is adulterated because it was not produced in compliance with 
GMPs, CDER can instruct the district offices to cooperate with the U.S. 
Customs Service in detaining the manufacturer’s product when it is 
offered for entry into the United States. In such a situation, the warning 
letter m^ also threaten to detain the manufacturer’s products at U.S. 
entry points or notify the manufacturer that detention vrill occur. Customs, 
which controls the points where foreign shipments enter the United 
States, ensures that adulterated pharmaceutical products are either 
exported from the United States or destroyed. In fiscal year 1996, cder 
determined that the pharmaceutical products made by two foreign 
manufacturers should be detained. 


Timeliness of 
Inspection Reports 
Has Improved, but 
Delays in Taking 
Prompt Enforcement 
Actions Continue 


FDA's 1988 internal evaluation found that delays in the submission of final 
inspection reports by investigators made it difficult for fda to take prompt 
enforcement action against foreign manufacturers that did not comply 
with federal regulations that ensure the safety, purity, and quality of 
pharmaceutical products. Since then, fda has taken several actions that 
have reduced the average time required by investigators to submit foreign 
inspection reports to headquarters. Despite this improvement, only about 
a quarter of the warning letters fda issued in fiscal year 1996 to foreign 
pharmaceutical manufacturers found to have serious deficiencies met 
FDA's timeliness standards. The lack of prompt enforcement action may 
impair fda’s ability to prevent foreign manufacturers from exporting 
contaminated or adulterated pharmaceutical products to the United 
States. 


FDA Has Acted to Improve 
the Timelmess of 
Enforcement Actions 


fda’s 1988 internal evaluation of its foreign inspection program reported 
that the avers^e length of time required from the completion of an 
inspection to cdee's receipt of a final report was slightly more than 3 
months. Delays in submitting inspection reports may hinder Oder’s ability 
to initiate timely enforcement actions to prevent contaminated or 
adulterated products from entering the United States. To reduce these 
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delays, the evaluation recommended that fda e}q>lore new ways of 
preceding inspection reports. 

To strengthen its enforcement strategy, fda revised its timeliness 
standards for new drug applications in October 1991 by requiring 
investigators and districts to submit all inspection reports classified as oai 
or “voluntary action Indicated" (vai) to cder within 30 work days of 
completing in^)ections.^ fda also revised its enforcement policy to require 
CDER to review oai inspection reports containing recommendations for 
warning letters and issue the letters within 15 work days. 

According to fda officials, additional changes were made to help 
investigators submit more timely infection reports on foreign 
manufacturers. In the early 1990s, fda reduced the length of foreign 
inspection trips from about 6 to 3 weeks as well as the number of 
inspections an investigator conducted during the trip. The agency also 
revised inspection requirements for international travel to build time into 
foreign in^)ections for investigators to prepare their reports and provided 
investigators with notebook computers so that they could be^n preparing 
their reports overseas. 


Inspection Reports Are 
More Timely, but Many 
Miss FDA’s Reporting 
Deadline 


Although FDA has reduced the average time it takes to submit reports after 
inspections are completed from slightly more than 3 months to 2, over half 
of toe reports in fiscal year 1996 did not meet fda’s timeliness standard. 
Our analysis of 287 foreign inspection reports cder reviewed during fiscal 
year 1996 showed that about 42 percent (102) of the inspections that 
identified gmp deficiencies (either oai or vai) were submitted on time or 
within 30 work days of completing inspections. However, 58 percent 
(141) of the inspection reports were not timely (see table 2).® 


The same timeliness standards were extended to approved drug products in September 1994. 

Investigators dassiSed an additional 44 inspections as not requiring any action by FDA or foreign 
manufacturers because insignificant or no deviations from U S. GMPs had been observed 
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Table 2: Work Days Between the 
Completion of Foreign Inspections and 
Submission of Inspection Reports to 
ODER, Fiscal Year 1996 


Inspection classifications recommended by 
Investigators and districts 
Voluntary 


Submitted to CDER 
(in work days) 

Official action 
indicated 

action 

indicated 

Total 

Percent 

30 days or less 

41 

61 

102 

~J2% 

31- 60 days 

37 

79 

116 

48 

61-90 days 

4 

14 

18 

7 

91-120 days 

0 

3 

3 

1 

121 days or more 

0 

4 

4 

2 

Total 

82 

161 

243 

100% 


About half of the inspections with the most serious deficiencies (classified 
as OAi or requiring official action) were submitted on time and half were 
not. Most of the oai inspection reports that were submitted to cder after 
the 30-day deadline were submitted within 60 work days, cder received 
about one-third of the inspection reports with less serious deficiencies 
(classified as vai, allowing foreign manufacturers to voluntarily make 
corrections) on time; two-thirds were late. 


FDA reported more recentiy that its analysis of fiscal year 1997 data 
showed a modest improvement in the submission times for oai and vai 
inspection reports, fda reported that in its analysis of 230 foreign 
inspection reports reviewed during fiscal year 1997, about 47 percent 
(75) of the inspections that identified gmp deficiencies (either oai or vai) 
were submitted on time. However, 53 percent (85) of the inspection 
reports were not timely. 

Our review of inspection reports for China and India showed that 
regardless of the seriousness of the gmp deficiencies found, cder did not 
receive the m^ority of the inspection reports within the 3()-work day 
requirement. Specifically, 22 of the 36 oai and vai inspection reports 
(61 percent) we reviewed for China and India were not submitted on time,® 


Although there was no one reason for the late submissions, cder officials 
told us that an investigator may return to the United States 3 weeks after 
conducting his first inspection, making it impossible for him or her to 
submit an inspection report within 30 work days. Some investigators told 
us that the paperwork, which includes preparing numerous documents 
and exhibits to support the deficiencies observed, is time-consuming. In 


^ree of Cw infection reports we reviewed cUd not identify any deviations firom U.S. GMPs. 
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FDA Enforcement Actions 
Still Take Too Long 


B-275814 


addition, after returning to their district offices, some investigators stated 
that they are often confronted with competing demands on their time, 
such as responding to problems with domestic pharmaceutical 
manufactureis. 


Although FDA established a 15-work-day standard for issuing warning 
letters, about one out of four warning letters issued by cder during fiscal 
year 1996 was issued on time. The extent of these delays can be 
significant. For example, cder took 4 months (80 work da;^) to issue a 
warrung letter to one Chinese manufacturer inspected in September 1994. 
In the inspection report, received by cder 2 months after the inspection, 
the investigator noted 20 sigruficant deviations from U.S. gmps and wrote 
that the manufacturer was incapable of producing the iryectable 
pharmaceutical product for which it was seeking approval. The 
investigator wrote that “Virtually all of the processing equipment for the 
first phases of processing is filthy, in [an] extreme state of disrepair, and 
was removed during this inspection.” Despite the severity of the inspection 
findings, it was not until March 1995 that cder sent a warning letter to the 
manufacturer. 

As shown in table 3, it took more than 1 5 work days to issue 23 of the 30 
warning letters sent to foreign pharmaceutical manufacturers. After 
receiving the inspection reports from investigators, it took cder between 
21 and 148 work days to issue the 23 late warning letters, with an average 
of 57 work days. According to a cder official, cder e)q)eiienced staffing 
shortages during the period we examined that delayed the review of 
incoming foreign inspection reports. 
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Table 3; Work Days Between ODER'S 
Receipt of Inspection Reports and 
issuance of Warning Letters, Fiscal 

Year 1996 

issued by CDER (in work days) 

Number of 
warning letters 
issued 

Percent 


^ 5 days or less 

7 

23% 


1 6-30 days 

6 

20 


31-45 days 

5 

17 


46-60 days 

2 

7 


6V75 days 

3 

10 


76-90 days 

3 

10 


9M05 days 

2 

7 


106 or more days 

2 

7 


Total 

30 

101%‘ 


•Total dws not add to 100 because of rounding 




More recently, fda reported that its analysis of fiscal year 1997 data 
showed a substantial improvement in the time CDER spent in processing 
warning letters, fda reported that 30 percent or 3, of the 10 warning letters 
issued to foreign pharmaceutical manufacturers during fiscal year 1997 
were sent within 15 work days. On average, fda issued the 10 warning 
letters in about 24 work days. However, compared with the number of 
warning letters issued during fiscal year 1996, fda issued two-thirds fewer 
warning letters during fiscal year 1997. 

Our analysis of inspections conducted in China and India between 
January 1, 1994, and May 15, 1996, showed that cder did not issue any of 
the six warning letters within the s^ency’s 1 5-work-d^ st^dard. The 
number of work days from cder’s receipt of inspection reports to the 
issuance of these warning lettere ranged from 24 to 86 days, with an 
average of 40 days. 

In one case, a February 1994 inspection of a plant in India making an 
antibacterial agent identified serious problems, including failure to ensure 
that the proper manufacturing process was followed and inadequate 
testing of impurities in the product and water used by the plant. The 
investigator also found that two deficiencies identified during a 1985 fda 
inspection had not been fully corrected to meet U.S. quality standards. 
Given the significance of the deficiencies found during the 1994 
inspection, the investigator and his district office recommended that cder 


a 1994 inspection, FDA foimd that the manufacturer had not packaged stability samples of its 
product in simulated market containers as agreed and had implemented laboratory procedures for 
impurl^ testing th^ did rtot meet U.S. GMPs. 
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(1) not approve the new drug application, (2) advise fda district offices to 
deny entry into the Uruted States of any pharmaceutical products from this 
manijfacturer, and (3) pursue additional enforcement actions against 
pharmaceutical products from the manufacturer that were already 
distributed in the Uruted States. Notwithstanding the seriousness of the 
problems or the recommended enforcement action, it took 2 yeare for 
ODER officials to determine that they had not taken any enforcement action 
against this foreign manufacturer. 

While ODER officials agreed with the district recommendation and planned 
to issue a warning letter, the letter was never sent to this foreign 
pharmaceutical manufacturer because cdeb lost trsick of it during staffing 
changes. In March 1996, cdeb officials determined that they had allowed 
this foreign manufacturer to continue shipping already approved bulk 
pharmaceutical products to the United States, even though the inspection 
had identified manufacturing problems such as unacceptable impurity 
testing procedures, no periodic review of the production process, and the 
failure to investigate product yields that were lower than the specified 
amount** 

In another case, it took cder about 3 months to issue a warning letter to a 
foreign pharmaceutical manufacturer operating with 17 serious gmp 
deficiencies, fda inj^ected this foreign manufacturer in April 1995, after 
receiving several new drug applications listing the manufacturer as a 
supplier of bulk pharmaceutical chemicals for use in U.S. finished drug 
products. The investigator found that the manufacturer did not have an 
appropriate impurity testing system and identified questionable results 
from impurity testing. The investigator believed that these questionable 
results represented a deliberate attempt to conceal instances in which the 
pharmaceutical products contained higher levels of impurities than 
pennitted by U.S. standards. As a result, the investigator and his district 
office recommended that cder not approve the new drug applications and 
that it issue a warning letter to the manufacturer. 

Notwithstanding the serious nature of the investigator’s findings, it took 
ora about 2 months to submit the inspection report to cder and another 
month for cdeb to review the report. On August 1, 1995, slightly more than 
3 months after the inspection, cder issued a warning letter stating that it 
would not approve any applications listing this foreign pharmaceutical 
manufacturer as a supplier. During the time it took cder to act on the 


• 'According to fDA, a reinspection of this manufacturer found that It had implemented promised 
correctitms and was in comf^ance with U.S. GMPs. 
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serious deficiencies and possible fraud identified by the investigator, a 
U.S. finished-drug manufacturer discovered that several containers labeled 
as a bulk pharmaceuticai chemical product from the same foreign 
manufacturer contained an herbicide rather than a bulk chemical. 


FDA Verifies 
Corrective Actions in 
Only About Half the 
Cases in Which 
Serious Deficiencies 
Are Identified 


Members of the Congr^s and industry representatives have been 
concerned about the consistency of fda inspections and subsequent 
enforcement actions taken against domestic and foreign pharmaceutical 
manufacturers. In itia’s 1993 internal evaluation, these concerns were 
attributed to differences in how field investigators and headquarters staff 
evaluated foreign inspection results and determined the appropriate 
follow-up activity. Moreover, the internal evaluation acknowledged that 
there was a perception that fda relied on foreign facilities to correct 
manufacturing deficiencies because there were insufficient resources to 
conduct follow-up inspections to confirm that corrective actions had been 
implemented. 


Our analysis of the foreign inspection reports reviewed during fiscal year 
1996 showed that in about half the instances in which field staff concluded 
that the severity of inspection findings warranted a reinfection, 
headquarters disagreed. For domestic manufacturers wiffi a histoiy of 
serious GMP manuf»:turmg problems, fda typically conducts a reinspection 
to verify that promised corrective actions have been implemented. 
However, current fda policy does not address the need for verifying the 
corrective actions of foreign pharmaceutical manufacturers in instances in 
which FDA headquarters downgrades the severity of inspection findings. As 
a result of downgrading, fda conducted far fewer reinspections of foreign 
manufacturers than was recommended by its investigators. Without 
reinspections, fda cannot adequately verify that foreign manufacturers 
have corrected serious deficiencies that could affect ^e safety, purity, and 
quality of their pharmaceutical products. 


FDA’s 1993 Internal Review 
Identified Differences in 
the Evaluation of 
Inspection Findings That 
Affected the Frequency of 
Reinspections 


In the 1993 internal discussion p^er, fda managers found that agency 
headquarters’ personnel downgraded the severity of the manufacturing 
deficiencies identified in foreign inspections and the need for reinspecting 
violative foreign manufacturers. However, they stated that fda did not 
downgrade the severity of inspection findings for domestic manufacturers 
that had similar deficiencies. According to the review, this was caused by 
different fda uiuts being responsible for reviewing and evaluating 
inspection results and planning reinspections of foreign and domestic 
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pharmaceutic^ manufacturers to verify corrective actions. The discussion 
paper identified several instances in which approval of new drug 
applications was withheld, based on significant gmp deficiencies 
discovered during domestic inspections, whereas similar deficiencies 
found at foreign manufacturing facilities resulted in the zqiproval of 
applications. 

In the discussion paper, fda managers stated that differences between the 
evaluations of foreign and domestic inspection results existed for two 
reasons. First, unlike for domestic inspections, decisions regarding the 
severity of the manufacturing deficiencies identified during foreign 
inspections are made by cder staff rather than by the field investigators 
who actually conducted the inspections and their district office managers 
who endorse their recommendations. Second, they indicated that a 
perception existed that fda has too few resources to conduct a 
reinspection of a foreign manufacturer to verify that corrections have been 
made. According to fi\e review, this leads cder staff to “trust" a foreign 
manufacturer to correct serious manufacturing deficiencies. The review 
described several Instances in which significant gmp deficiencies at foreign 
facilities received little or no enforcement action, while similar 
deficiencies at domestic facilities resulted in product recalls or application 
denials. 

To correct this problem, the discussion paper recommended that district 
offices, where the investigators are located, rather than cder be 
responsible for evaluating the results of foreign inspections and 
determining the appropri^e enforcement action, including the need for 
reinspecting the mamffacturer. fda officials disagreed with the assertion 
that its infection and enforcement programs were applied disparately to 
domestic and foreign pharmaceutic^ manufacturers. Further, they argued 
that district offices already had this responsibility. 


CDER Often Downgrades 
Investigators’ 
Recommended 
Classifications of 
Inspection Findings 


Our analysis of fda computer data of foreign inspection reports reviewed 
during fiscal year 1996 showed that cder and field investigators often 
disagree on the classification of infection findings and the severity of the 
enforcement action that should be taken aigainst foreign pharmaceutical 
manufacturers when gmp deficiencies are found. For 82 of the 287 foreign 
inspectiorrs reviewed during this period, field investigators concluded that 
the severity of the gmp deficiencies they observed warranted that cder 
initiate official action against the manufacturers. The investigators’ district 
offices also endorsed their classifications of these inspections and their 


Page 19 


GAO/HEHS-98-2I Foreign Inspection Program 



292 


B-27S814 


recommendations for enforcement action before these were forwarded 
along with the inspection reports and the form 483s to cder. However, 

ODER officials downgraded the inspection classifications and 
recommendations for errforcement action in 41 of these inspections, based 
on foreign manufacturers’ promises to implement corrective actions, cder 
officials decided that rather than oai, 40 of these inspections should be 
classified as vai and I should be classified as “no action indicated” (nai). 
Conversely, cder officials upgraded the field investigators’ classifications 
and recommendations for enforcement action in 11 foreign inspections 
and classified them oai rather than vai. 

In instances in which inspections found serious gmp deficiencies but cder 
downgraded the inspection classifications, fda’s procedures allow foreign 
manufacturers to continue exporting pharmaceutical products to the 
United States without reinspections to evaluate whether they comply with 
U.S. quality standards. The classification of an inspection determines to a 
large degree whether a reinspection is conducted. The oai classification is 
the most serious and requires fda to reinspect the manufacturer to verify 
that it has improved its production processes to comply with gmps. When 
ODER does not accept the investigators’ recommendations and classifies 
inspections as vai rather than oai, foreign manufacturers are allowed to 
voluntarily correct their deficiencies and respond in writing to fda about 
the corrections made.’^ fda officials have acknowledged that they 
sometimes base their downgrades of inspection classifications and 
approvals of new drug applications on foreign manufacturers’ promises to 
implement corrective actions. They contend that during the next 
inspection, whenever it may be, fda confirms that the corrections were 
made. 

Our analysis of fda computer data of foreign inspection reports reviewed 
during fiscal year 1997 showed that cder and field investigators continue 
to disagree on the classification of inspection findings and the severity of 
the enforcement action that should be taken against foreign 
pharmaceutical manufacturers when gmp deficiencies are found, For 49 of 
the 230 foreign inspections reviewed during this period, field investigators 
concluded that the severity of the gmp deficiencies they observed 
warranted that cder initiate official action against the manufacturers. 


‘^FDA’s field offices are responsible for delermlning the severi^ of inspection findings and enforcing 
facility compliance for U.S. pharmaceuticai manufacturera. As a result, even in instances where CDER 
does not ^prove the enforcement actions recommended by the district offices, CDER does not 
downgrade the field offices’ classifications of domestic inspections when violations are identified. 
Consequently, unlike foreign manufacturers, U.S, phannaceutical manufacturers are subject to 
relnspecdons to verify that promised correcfive actions have beem implemented and manufacturing 
operations meet GMP requirements. 
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However, cder officials downgraded the inspection classificatioi^ and 
recommendations for enforcement action in 32 of these inspections, cder 
officials decided that rather than classify these inspections oai, 32 of the 49 
inspections percent) should be classified vai. cder officials also 
upgraded the field investigators’ classifications and recommendations for 
enforcement action for two foreign inspections and classified them oai 
rather than vai. 

FDA officials believe that in some instances the s^ency can £wlequately 
verify that foreign manufacturers have corrected serious deficiencies 
without reinspecting them. They said that foreign pharmaceutical 
manufacturers nearly always respond in writing concerning corrective 
actions taken as a result of the observations listed on the fda form 483. 
They said that these responses typically include copies of the 
manufacturer’s documentation of the corrective actions taken, such as 
photographs, laboratory test results, and corrected manufacturing 
procedures. Consequently, fda officials said they can evaluate a 
manufacturer’s corrective actions to ensure the safety, purity, and quality 
of its pharmaceutical products without conducting a reinspection based 
on the deficiencies found, the documentation provided, and the 
manufacturer’s history of implementing corrective action. While we 
recognize that there may be instances in which documentation could 
suffice to verify the correction of manufacturing deficiencies, inspections 
of facilities in China and India that we reviewed give instances in which 
such documentation may not have been sufficient. 

A pre-approval inspection of a bulk drug manufacturer In India found 
several deficiencies in the procedures used to test impurity levels in the 
product being manufactured. Although ora personnel recommended 
withholding ^proval of the new drug application until corrective actions 
had been implemented, cder changed the final inspection classification 
based on its review of the manufacturer's written explanation of the 
actions it was taking to correct the deficiencies identified during tiie 
inspection, cder did not request a reinspection to verify that the corrective 
actions had been taken, even though fda documents raised questions 
about the trustworthiness of the manufacturer. According to these 
documents, fda had been notified several years earlier that this 
manufacturer had informed the U.S. Department of Commerce that it was 
no longer making a particular pharmaceutical product, despite evidence 
that the manufacturer was still shipping the product to the United States. 
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In another case, fda conducted a for-cause inspection of a bulk 
pharm^eutical manu&cturer in India to investigate reports that the 
m^ufacturer was using chloroform in its manufacturing process (a 
substance that had been found at higher than acceptable levels in the bulk 
pharmaceutical chemical). While the investigators found that the 
manufacturer was no longer using chloroform, they identified other 
deficiencies in how the company was measuring the impurities present in 
other bulk drug products that an fda chemist characterized as 
“incompetence bordering on fraud.” The investigatore recommended from 
these deficiencies that the manufacturer be considered an unacceptable 
source of bulk pharmaceutical chemicals, cder disagreed with this 
recommendation after reviewing the manufacturer's response to the 
investigators’ findings and accepted the manufacturer as a supplier of bulk 
pharmaceutical chemicals without verifying that it had corrected 
deficiencies in its impurity testing procedures.*® 


FDA Conducts 
Infrequent Routine 
Inspections of Foreign 
Pharmaceutical 
Manufacturers 


FDA’s 1988 and 1993 internal evaluations found that while fda routinely 
conducted surveillance inspections of domestic pharmaceutical 
manufacturers, foreign manufacturere were typicaUy inspected only when 
they were listed in new drug ^plications. The evalusUions concluded that 
this practice, which fda said was because of limited resources, was 
unreasonable and unfair to domestic manufacturers. In addition, fda’s 
1993 evaluation concluded that in the absence of reinspections, fda could 
not adequately verify that foreign manufacturers corrected deviations from 
GMPs that had been observed during prior fda inspections. Both 
evaluations recommended that fda increase the frequency of its 
inspections of foreign manufacturers that supply ^proved pharmaceutical 
products to the United States. 








FDA has authority to inspect foreign pharmaceutical manufacturers 
exporting their products to the United States under the Food, Drug, and 
Cosmetic Act The purpose of the foreign inspection program is to ensure 
that internationally manufactured pharmaceutical products meet the same 
GMP standards for qualify, safety, and efficacy that are required of domestic 
manufacturers. However, fda is not required to inspect foreign 
pharmaceutical manufacturing facilities every 2 years as it is required by 
statute to do fOTTlomestic pharmaceutical manufacturers that must be 
registered witKThe agency. Enforcing gmp compliance through routine 
surveillance inspections is fda’s most comprehensive program for 


'^Again, according to FDA, more recent reinspections of these manufacturers found that they had 
implemented promised corrections and were in compliance with U.S. GMPs. 
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monitoring the quality of marketed pharmaceutical products, fda also uses 
routine siirveillance inspections to verify that manufacturers have 
corrected all less-serious gmp deficiencira that were observed in prior fda 
inspections. Each year, fda classifies about ^ percent of its foreign 
pharmaceutical inspections as vai, which means that devi^ons from gmps 
were found but they were not serious enough to warrant fda intervention 
to ensure that corrections were made. In such instances, manufacturere 
agree to voluntarily correct any manufacturing procedures that do not 
comply with U.S. gmps. 

FDA’s foreign inspection program has been predominantly a pre-approval 
inspection program — ^that is, most inspections of foreign manufacturers 
occur only when they are listed in new drug applications, with no routine 
follow-up thereafter. We found that the m^ority of fda’s foreign 
inspections of pharmaceutical manufacturers were conducted to ensure 
that before a new drug zq^plication was approved, each manufacturer 
listed as a supplier of a bulk pharmaceutical chemical used in the 
manufacture of the finished pharmaceutical product had been inspected 
within the previous 2 years and foimd to comply with gmps. During fiscal 
year 1995, about 80 percent of fda’s foreign infections were of 
pharmaceutical manufacturers listed in new drug applications. The 
remaining 20 percent consisted of routine surveillance inspections of 
accepted foreign pharmaceutical manufacturers. Consequently, fda had 
few opportunities to verify that foreign pharmaceutical manufacturers had 
implemented prescribed corrective actions in response to prior 
inspections where less-serious gmp deviations were observed and were 
producing pharmaceutical products in compliance with gmps. 

FDA officials could not tell us how often accepted foreign manufacturers 
are inspected, fda has inspected about 1,100 pharmaceutical 
manufacturers since the foreign inspection program began in 1955. For 
each fiscal year from 1990 through 1996, fda conducted about 100 routine 
surveillance inspections of accepted foreign pharmaceutical 
manufacturers annually. At this rate, assuming that resources for the 
program remain constant, fda will inspect each accepted foreign 
pharmaceutical manufacturer only once every 11 years, provided it Is not 
listed on a new drug application. 

Of the 39 inspections we reviewed for pharmaceutical manufacturers in 
China and India from January 1, 1994, through May 15, 1996, 11 
(28 percent) were routine inspections of manufacturers producing 
approved phsumaceutical products rather than inspections conducted as 
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part of FDA’s review of new drug applications. On average, we found that 
approximately 4 to 5 years elapsed between routine inspections of 
manufacturers in China ^d India producing approved pharmaceutical 
products for the U.S. market, more than twice fda’s 2-year inspection 
requirement for domestic pharmaceutical manufacturers. 


FDA Plans to Conduct 
More Routine Inspections 
of Foreign Phannaceutical 
Manufacturers 


In June 1997, fpa’s foreign inspection working group proposed a strategy 
for scheduling more routine surveillance inspections of accepted foreign 
pharmaceutical manufacturers. Led by the Deputy Commissioner of 
Operations, the group was asked to review the program and identify areas 
for improvement. The working group foimd ti\at serious deviations from 
GMPs were identified more often in foreign pre-approval mspections 
(42 percent), compared with 18 percent at U.S. mantifacturers. They 
concluded that by retying primarily on pre-approval inspections, fda did 
not provide the necessary assurance that imported pharmaceutical 
products were manufactured in compliance with gmps. The foreign 
inspection working group proposed that fda's foreign inspection program 
include more routine surveillance infections and fewer pre-approval 
mspections. To accomplish this, they suggested that fda conduct fewer 
pre-approval inspections of accepted foreign manufacturers. Instead, they 
recommended that fda use information from routine surveillance 
inspections in f proving new drug applications in which accepted foreign 
manufacturers are listed. 


Recognizing that n>A does not have sufficient resources for frequent 
inspections of ail foreign manufacturers of pharmaceutical products 
imported into the United States, the working group proposed using 
risk-based criteria to prioritize the foreign manufacturers that fda 
inspects, fda’s four-tier surveillance inspection strategy would vary the 
frequency of routine surveillance inspections depending on the public 
health risk associated with an accepted foreign manufacturer of an 
approved pharmaceutical product Foreign pharmaceutical manufacturers 
whose prior inspections found serious deviations from gmps would be 
placed in tier 1 and inspected annually. Routine surveillance inspections of 
all other foreign phann5K:euticaI manufacturers would vary from 3 to 6 
years. Foreign manufacturers of pharmaceutical products that pose higher 
public health risks, such as sterile phannaceutical products, would be 
placed in tier 2 and inspected every 3 years. Foreign manufacturers 
producing 10 or more pharmaceutical products for the U.S. market and 
those producing nonsterile bulk ingredients used in sterile finished 
pharmaceutical products would be placed in tier 3 and inspected every 5 
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years. All other foreign pharmaceutical manufacturers would be placed in 
tier 4 and inspected every 6 years (see table 4). The working group 
estimated that when the strategy is fully implemented, 60 percent of fda’s 
foreign inspections will be routine surveillance inspections. The remaining 
40 percent will be inspections of foreign pharmaceutical manufacturers 
listed in new drug applications. 


Table 4: FDA’s Four-Tier Strategy for 
Scheduling Surveillance Inspections of 
Accepted Foreign Pharmaceutical 
Manufacturers 


Tier 

Type of manufacturer 

Number of firms* 

Frequency of 
inspection 

1 

Foreign pharmaceutical 
manufacturers whose prior 
inspections were classified OAi 

35 

Every year 

2 

Frxeign manufacturers producing 
sterile bulk, finished, and aerosol 
pharmaceutical products 

154 

Every 3 years 

3 

Foreign manufacturers producing 

10 w more nonsierile bulk or 
finished pharmaceutical products; 
also, foreign manufacturers 
supplying 10 or more U.S. 
pharmaceutical manufacturers 
and foreign manufacturers 
producing nonsterile bulk 
ingredients used in sterile finished 
pharmaceuticals 

484 

Every 5 years 

4 

Foreign manufacturers producing 
fewer than 10 nonsierile bulk or 
finished pharmaceutical products 

427 

Every 6 years 


‘Represenis ihe 1.100 pnarmaceuticai manufaciurers FDA has inspected since the foreign 
inspection program began in 1956 


FDA began implementing its four-tier surveillance inspection strategy in 
fiscal year 1997 by including routine surveillance inspections within its 
pre-approval inspections, fda reported that 151 of the 230 foreign 
pharmaceutical inspections conducted during fiscal year 1997 (66 percent) 
were classified pre-approval and routine surveillance inspections. In 
addition, fda planned to conduct routine surveillance inspections of about 
150 accepted foreign pharmaceutical manufacturers placed in tiers 1 and 
2. This group includes manufacturers that produce sterile pharmaceutical 
products and manufacturers that had prior inspections that revealed 
serious deviations from gmps. fda reported, however, that it conducted 
only 60 inspections of these manufacturers. As a result, although fda 
conducted more routine surveillance inspections, most foreign 
pharmaceutical inspections still are limited predominantly to 
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manufacturers listed in new drug applications r^er than those 
considered hi^ risk. 

In developing its new four-tier surveillance inspection strategy, however, 
FDA did not include all foreign pharmaceutical manufacturera that it should 
consider for a routine surveillance inspection. According to fda data, 
about 3,2(K) foreign manufacturers have submitted information to fda 
listing the pharmaceutical products that they intend to export to the 
United States. However, fda prioritized for routine surveillance 
inspections only the 1,1(X) foreign pharmaceutical manufacturers that it 
had previously inspected. Consequently, fua’s scheduling strategy does not 
account for almost two-thirds of the foreign manufacturers that may be 
exporting pharmaceutical products to the United States. Moreover, 
according to the fda official in charge of developing the surveillance 
inspection strategy, toa may never inspect the m^ority of foreign 
manufacturers placed in tiers 3 and 4. However, while fda has recognized 
that it does not have sufficient resources to routinely inspect all foreign 
manufacturers of pharmaceutical products imported into the United 
States, its strategy does not ensure that every foreign manufacturer 
exporting pharmaceutical products to the United States complies with U.S. 
quality standards. 


Serious Problems 
Persist in Managing 
Foreign Inspection 
Data 


Although both fda’s 1988 and 1993 internal evaluations identified serious 
problems in its foreign inspection data systems, the agency still lacks a 
comprehensive, automated system for managing its foreign inspection 
program. Instead, the information fda needs to identify the foreign 
pharmaceutical manufacturers it is responsible for inspecting, manage its 
foreign inspection workload, and monitor inspection results and 
enforcement actions is contained in 16 different computer systems, very 
few of which are integrated. As a result, essential foreign inspection 
information is not readily accessible to the different fda units that are 
responsible for planiung, conducting, and reviewing inspections and 
taking enforcement actions against foreign manufacturers. While fda’s 
working group recently proposed several actions that fda officials hope 
will correct these data system problems, they have not been implemented. 
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Lack of Comprehensive 
Automated Information 
System Inhibits Effective 
Management of Foreign 
Inspection Data 


B-273814 


FDA’s 1988 internal evaluation found that its automated field management 
infonnation sjretem did not contain complete infonnation for 37 percent of 
the foreign inspections that fda conducted during fiscal years 1982 
through 1987. Specifically, the Program Oriented Data System (pods) did 
not contain fite results of 673 of the 1,813 foreign inspections that pda 
investigators had conducted during this period. Moreover, the system did 
not contain any data for 251 of these inspections (14 percent). The 
evaluation attributed the missing inspection results to pods not being 
updated after cder’s review and classification of the inspection reports. 

The evaluation recommended that fda revise its procedures for entering 
foreign inspection data in pods. 

FDA’s 1993 internal evaluation found that essential data on foreign 
pharmaceutical manufacturers were not readily accessible to agency 
personnel. The evaluation indicated that comprehensive data for a foreign 
pharmaceutical manufacturer should include (1) its inspection history, 

(2) the results of its last fda inspection, (3) the identification of 
responsible company personnel, (4) its U.S. agent or representative, 

(5) the products that it supplied to the United States, and (6) the domestic 
manufacturers and distributors that it supplied. The evaluation found that 
comprehensive foreign inspection information could be obtained only by 
searching multiple computerized databases and fda headquarters’ files. 

For example, the evaluation noted several instances in which ora 
Investigators conducting domestic inspections suspected that U.S. 
manufacturers had received adulterated bulk pharmaceutical chemicals 
from foreign manufacturers. However, the investigators’ efforts to 
substantiate these suppositions were hampered because they could not 
readily gain access to comprehensive data for foreign pharmaceutical 
manufacturers. The evaluation recommended that fda use its field 
management information system to provide agencywide success to 
complete data for aU foreign manufacturers shipping pharmaceutical 
products to the United States. 

In 1994, FDA began using a new information system to support tt\e foreign 
inspection program. The Travel and Inspection Planning System (trips) 
was specifically developed to assist fda’s foreign inspection planning staff 
in managing foreign inspection assignments and the program's budget. 
TRIPS is also used to monitor whether the inspection report has been 
completed as well as the results of the inspection. However, naps is 
accessible to only ora headquarters staff. As a result, foreign inspection 
data are not readily accessible to the different fda units responsible for 
conducting foreign inspections and reviewing inspection results, fda plans 
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to make data from trips more broadly available within the agency when it 
upgrades its field management information system in fiscal year 1998. 

TRIPS and PODS have not significantly improved the quality of fda’s foreign 
inspection data. Our analysis of data recorded in trips and pods disclosed 
that these systems did not contain the results of 111 of the 759 inspections 
(15 percent) h>a conducted of foreign pharmaceutical manufacturers 
between January 1, 1994, and May 15, 1^6, For 68 of the 111 inspections, 
the database did not identify the foreign manufacturer that was inspected. 
TRIPS and PODS also did not include the correct inspection results for 10 of 
the 39 pharmaceutical manufacturers fda inspected in China and India 
during this period. Specifically, the inspection results were missing for two 
of these manufacturers and were incorrect for eight others. The database 
errois in recording the results of inspections conducted in China and India 
occurred because the systems were not updated after cder staff reviewed 
and classified the inspection reports. Without complete and accurate data, 
FDA cannot ensure that all “high-risk" foreign pharmaceutical 
manufacturers are targeted for more frequent routine surveillance 
inspections. 

We also found that essential foreign inspection data are not readily 
accessible to the different fda units responsible for planning and 
conducting domestic and foreign inspections, and conducting import 
operations. The information that fda needs for identifying foreign 
pharmaceutical manufacturers, verifying their compliance with federal 
laws and regulations, and screening foreign-produced pharmaceutical 
products for imporUdion is dispersed among 15 automated databases, 
most of which do not interface. 

FDA's multiple and unlinked databases inhibit the effective management of 
the foreign inspection program by impeding the flow of foreign inspection 
data to agency personnel for use in screening foreign pharmaceutical 
products offered for entry into the United States. For example, table 5 
illustrates how the lack of linkage between 8 of fda’s 15 databases not 
being linked impedes the flow of essential foreign inspection data. The 
first four databases described in the table are used by fda’s district offices 
to support import operations. The four other databases described in the 
table are used by fda he^quarters staff for monitoring foreign 
pharmaceutical manufacturers’ compliance with federal statutes and 
regulations. However, because these systems do not interface, 
comprehensive data about foreign manufacturers are not readily available 
to FDA district personnel screening imported pharmaceutical products. 
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Consequently, much of the same data must be retrieved from one 
automated astern to be manually entered into others. Moreover, staff 
must search multiple d^ systems to obtain a comprehensive profile of a 
foreign pharmaceutical manufacturer, fda also cannot easily match foreign 
manufacturers that have listed with the agency with their compliance 
status and the pharmaceutical products that are imported into the United 


States. 




Table 5: Umitations of Selected FDA Information Systems for Managing Foreign Manufacturers and Imported 

Pharmaceutical Products 

System 

Description 

Limitation 

Link to FACTS* 

Compliance Status 
Information System 
(COMSTAT) 

Provides the compliance status 
(acceptable or unacceptable) of foreign 
drug manufacturers based on the results 
of GMP inspections. These data are 
shared with other federal and state 
agencies and foreign countries to ensure 
that pharmaceutical products purchased 
or cleared for import meet applicable 
quality standards. 

Does not interface with OASIS to 
automatically assist import officers in 
evaluating the compliance status of foreign 
manufacturers offering pharmaceutical 
products for import into the United States. 

Replace 

Electronic Entry 
Processing System 
(EEPS)fOperational 
and Administrative 
System for Import 
Support (OASIS) 

Automates screening and identification of 
imported products and facilitates sampling 
and testing of foreign-fxoduced 
pharmaceutical products by interfacing 
with the U.S, Customs Service automated 
data system to retrieve information 

FDA cannot automatically screen and identify 
imported pharmaceutical products because 
many pharmaceutical products are identified 
by a miscellaneous code in EEPS/OASiS. 

Also. EEPS/OASIS does not include the 
unique identification number FDA assigns to 
each foreign pharmaceutical manufacturer: 
consequently, there is no direct 
cross-reference between identifiers In 
EEPS/OASIS and any center systems. 

Integrate 

Import Detention 
System (IDS) 

Provides information about the detentron of 
Imported products, permitting FDA to 
identify significant problem areas requiring 
FDA action. 

IDS does not include the unique identification 
number FOA assigns to each foreign 
pharmaceutical manufacturer; consequently, 
FDA cannot easily identify foreign 
manufacturers and their pharmaceutical 
products 

IDS will be 
replaced by OASIS. 

Program Oriented 
Data System (PODS) 

Supports the management of the domestic 
pharmaceutical inspection program and 
contains limited information on fixeign 
inspections, such as the resources 
expended by FDA's district offices to 
conduct foreign inspections. 

Does not interface with OCFITS; accordingly, 
compliance status must be entered into both 
systems. Sometimes contains incorrect 
inspection classification because final data 
are forwarded from COER for input. 

Replace 


(continued) 
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System 

Description 

Limitation 

Link to FACTS* 

Drug Registralion and 
Listing System (DRLS) 

Provides information on foreign 
pharmaceutical manufacturers based on 
the statutory requirement that they Bsi the 
drug products they ship to the United 
Stales. 

Does not ir^efface with COMSTAT to ensure 
that foreign manufacturers listing their 
prfiarmaceulical products with FDA have been 
inspected and comply with GMPs. Because 
the system does not include the identification 
number FDA assigns to each manufacturer, 
FDA cannot easily match foreign 
rnanufacturers that have listed their 
phwmaceutical products with their 
compliance status. Does not interface with 
OASIS to assist import officers by 
automatically comparing foreign 
manufacturers and pharmaceutical products 
listed to products offered for importation. 

interface 

Establishment 
Evaluation System 
(EES) 

Tracks requests for and moniicxs the 
status of GMP inspections of 
pharmaceutical manufacturers named in 
new. abbreviated, and supplemental drug 
applications Supports CDER's 
pre-approval inspection process by 
permitting electronic communication with 
field offices. 

EES-entered information is not captured by 
COMSTAT. 

Interface 

Office of Compliance 
Foreign Inspection 
Tracking System 

(oenrs) 

Tracks the results of CDER's Office of 
Compliance reviews of fexeign inspection 
reports and recommendations for FDA 
enforcement action. 

Does not interface with COMSTAT, PODS, or 
TRIPS; consequently, some of the same 
information must be entered into all four 
systems. 

None 

Travel and Inspection 
Planning System 
(TRIPS) 

Provides data on inspections of foreign 
pharmaceutical inspections, including the 
manufacturer, the drug products covered, 
time expended, and inspection results. 
Facilitates the scheduling of foreign travel 
and managing the foreign t,nspection travel 
budget. 

Does not interface with COMSTAT, OCFITS, 
or PODS, thereby requiring much of the same 
data to be entered into each system. 

Replace foreign 
firms/ 
inspection 
functions 


'FACTS will compieie'y or partially replace many functions now provided by FDA's field 
informatiOT system and other independent systems used by ORA headquarters and personnel in 
the field. Also, FACTS will support automated irtterfaces with several existing FDA systems. Some 
of these systems will receive information from FACTS, others win pass information to FACTS, and 
a few will do both OASIS will be integrated with FACTS. Although OASIS and FACTS witi be 
separate applications, they will share parts of the same database to manage information about 
manufacturers of FOA-reguiated products and authorize user access to the system. 


fda’s foreign inspection working group concluded in June 1997 that the 
agency continues to be plagued by ha'ving too many databases that do not 
automatically interface, fda is relying on a new automated field 
management information system to provide agencywide accessibility to 
comprehensive foreign inspection data. The Field Accomplishments and 
Compliance Tracking System is expected to replace approximately 22 
computerized databases and support automated interfaces with several 
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existing databases. The first installment of facts, which is to include an 
inventory of foreign and domestic pharmaceutical manufacturers, is 
scheduled to go on line during fiscal year 1998. fda also plans to develop 
additional facts components to assist the ^ency in m^aging its foreign 
inspection workload and compliance activities. These components will be 
included in the second installment of facts, which is scheduled for fiscal 
year 1999. 


Incomplete List of Foreign 
Manufacturers Shipping 
Drugs to the United States 
Hinders Inspection 
Planning 


fda’s 1988 internal evaluation found that the agency did not maintain an 
inventory of all foreign pharmaceutical manufacturers that were subject to 
FDA regulation. At that time, the only computerized file of foreign 
manufacturers shipping pharmaceutical products to the United States was 
maintained on a personal computer that could be accessed only from 
within one fda unit. The file listed the foreign pharmaceutical 
manufacturers that fda had inspected and the results of the last 
inspection. The internal evaluation concluded that this file was inadequate 
because it did not contain an inspection history for each foreign 
pharmaceutical manufacturer that had advised fda that it intended to ship 
pharmaceutical products to the United States. As a result, fda could not 
ensure that it was aware of, and therefore inspecting, all foreign 
pharmaceutical manufacturers that were under its jurisdiction. 


fda’s 1988 evaluation recommended that the agency develop a 
comprehensive inventory of all foreign manufacturers shipping 
pharmaceutical products to the United States that could be used to 
improve long-range inspection planning and scheduling. To use resources 
better and increase knowledge agencywide, the evaluation also 
recommended that this inventory be available on fda's automated field 
information system. 


fda’s 1993 internal evaluation found the same problem, According to the 
evaluation, the lack of an inventory of the foreign manufacturers that were 
shipping pharmaceutical products to the United States made it virtually 
impossible for fda to inspect foreign manufacturers as frequently as 
domestic pharmaceutical manufacturers. The evaluation detailed several 
instances in which a database with a comprehensive history of each 
establishment’s previous inspections would have assisted in identifying 
problems in foreign pharmaceutical manufacturers, fda’s 1993 evaluation 
recommended that the agency use its automated field information system 
to develop an accurate and comprehensive inventory of all foreign 
manufacturers shipping pharmaceutical products to the United States. 
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It remains difficult for fda to determine the number of foreign 
manufacturers shipping pharmaceutical products to the United States that 
should be considered for periodic inspections. Recently, an fda official 
told us that the agenqy had to search four data systems just to determine 
the number of foreign manufacturers that should be considered for routine 
postapproval surveillance inspections.*^ They found that the sterns did 
not include a common data element to permit them to easily identify a 
foreign manufacturer from system to system. Because the names and 
addresses of foreign manufacturers are sometimes incomplete or 
inaccurate, fda officials found that matching data among the systems was 
an arduous, manual, and inconclusive effort. 

The Jime 1997 report by fda’s foreign inspection working group 
acknowledged that the ^ency still lacked a complete list of foreign 
m^ufacturers that were shipping pharmaceutical products to the United 
States. According to the report, about 3,200 foreign pharmaceutical firms 
were listed with fda as indicating their intent to ship products to the 
United States. However, fda internal databases indicated that only about 
1 , 100 pharmaceutical firms had been inspected by the agency, fda officials 
could not explain why the remaining 2,100 firms had not been inspected. 

The foreign inspection working group proposed two options for 
developing an official inventory of all foreign manufacturers that ship 
pharmaceutical products to the United States. One option would be for 
FDA to seek authority to require foreign pharmaceutical manufacturers to 
register and update their registration information annually. The other 
would use data from existing information systems to develop an official 
establishment inventory of foreign pharmaceutical manufacturers. 

fda’s efforts to reconcile data from several of its databases to more 
accurately estimate the number of manufacturers tiiat it should consider 
for inspection under its four-tier inspection strategy should identify all 
foreign manufacturers that are shipping pharmaceutical products to the 
United States. When completed by April 1998, fda should have a 
comprehensive inventoiy of all foreign manufacturers shipping 
pharmaceutical products to the United States. This information could then 
be used to improve fda’s planning and scheduling of forei^ 
pharmaceutical inspections. 


'*The systems were the Compliance Status Information System, the Drug Hegistration and Listing 
System, and flic TVavcl and Inspection Planning System. (These systems and theu functions are 
describe in table 5.) TTie fourfli system was the Drug Master File Information System that is used to 
track the receipt of submissions to the agency and may include foreign drug manufacturing processes. 
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Conclusions 


Since 1955, fda has inspected foreign pharmaceutical manufacturing 
facilities to ensure that drug products exported to the United States meet 
the same standards of safety, purity, and quality required of domestic 
manufacturer. However, two internal fda evaluations in the past 10 years 
identified serious problems with the foreign inspection program that 
rared questions about fba’s ability to ensure that American consumers are 
protected ftom contaminated or adulterated drug products, fda has taken 
some action to address these problems. However, we found indications 
that certain aspects of the foreign Inspection program still need 
improvement. 

FDA continues to experience problems in ensuring that inspection reports 
are submitted in a timely manner and that necessary enforcement actions 
are promptly initiated to prevent contaminated and adulterated 
pharmaceutical products from entering the Uruted States. In addition, 
when FDA headquarters downgrades the severity of the inspection 
classifications recommended by field investigators, fda is not verifying 
coirective actions that foreign manufacturers have promised to take to 
resolve serious manufacturing deficiencies. This impairs fda’s ability to 
ensure that American consumers are protected from potentially serious 
health risks posed by adulterated drug products. 

FDA’s risk-based inspection strategy recognizes that the agency does not 
have sufficient resources to routinely inspect all forei^ manufacturers of 
pharmaceutical products imported into the Uruted States. However, even 
though the strategy is intended to direct inspection resources according to 
risk, fda’s foreign inspection program continues to be driven by new drug 
applications and the agency acknowledges that it may never inspect most 
foreign manufacturers exporting pharmaceutical products to the United 
States. 


Recommendations to 
the Commissioner of 
the Food and Drug 
Administration 


To improve the effectiveness of fda’s foreign inspection program to ensure 
that only safe, pure, and high quality drugs are imported into the United 
Slates, we recommend that the Commissioner of fda 

ensure that serious manufacturing deficiencies are promptly identified and 
enforcement actions are initiated by requiring investigators to prepare 
inspection reports and cder to issue warning letters within established 
time periods and 

reexamine and revise fda’s foreign inspection strategy to provide adequate 
assurance that all foreign manufacturers exporting approved 
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phannaceutical products to the United States comply with U.S. standards. 
At a minimum, the strategy should include (1) timely follow-up inspections 
of all foreign manufacturers that have been identified as having serious 
manufacturing deficiencies and that promised to take corrective action 
and (2) periodic surveillance inspections of all foreign phannaceutical 
manufacturers, not just high-risk manufacturers. 


Agency Conunents 
and Our Response 


In commenting on a draft of this report, pda took issue with a number of 
our findings and recommendations. As discussed earlier, fda believes it 
has made substantial improvement in the timeliness of infection reports 
and enforcement actions. While we recognize pda’s progress, we note that 
the agency is still falling short of its standards for timeliness. As a result, 
we believe that fda needs to monitor its investigators and cder to ensure 
that they comply with established time periods in preparing inspection 
reports and issuing warning letters. 

FDA was critical of our draft on several counts. PDA said we had accepted 
the recommendsUions in the 1993 discussion paper without verifying their 
validity or feasibility, fda claimed that the findings and recommendations 
in the 1993 discussion paper were flawed in significant ways that limited 
its usefulness to the agency. We note, however, that subsequent to the 
discussion p^er, in a 1995 memorandum to the agency’s Assistant 
Inspector General, fda oificials reported that they had thoroughly 
reviewed the discussion paper, investigated the issues raised, verified 
program weaknesses, and had either begun or agreed to implement 10 of 
the 13 recommendations contained in the discussion paper.^* 

FDA also took issue with how our report described the processes followed 
by its district and headquarters for classifying domestic and foreign 
inspection reports. Specifically, fda stated that the review performed by 
the supervisor or team leader in the district office is not considered to be a 
district endorsement of the investigator’s recommendation, However, our 
review of fda documents that describe the process for classifying 
domestic and foreign inspection reports supports our characterization, fda 
issued guidance to its district offices in September 1996 indicating that 
beginning in fiscal year 1997, before inspection reports are forwarded to 
CDER, they “will be reviewed and endorsed by district management 
consistent with local procedures and timeframes for domestic reports.” 
Also, in its memorandum to the Assistant Inspector General, fda officials 


'^Menjorandvmi from Associate Commissioner for Management, FDA. to Asastait Inspector General 
for Public Health Service Audits, WEceofthe Inspector General, Department of Health and Human 
Services, April 20, 1996- 
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reported that district offices had began endorsing foreign drug inspection 
reports before the 1993 discussion paper was issued. 

FDA did not concur with our recommendation for conducting more 
frequent infections of all foreign manufacturers that have been identified 
as having serious manufacturing deficiencies and have promised to take 
corrective action, fda incorrectly suggests that our recommendation was 
based on the premise that a final classification that is lower than the 
recommended classification is always wrong if it results in a less-serious 
classification. Rather, our report questions fda’s ability to verify the 
adequacy of some corrective actions that foreign manufacturers promised 
to take to resolve serious manufacturing deficiencies without reinspecting 
them. 

FDA also did not concur with our recommendation regarding the 
implementation of its routine surveillance inspection strategy. Given 
further clarification of the strategy, we have modified our 
recommendation. 

FDA’s written comments on a draft of this report are reproduced in 
appendix I. fda also provided technical comments, which we considered 
and incorporated where appropriate. 


As we arranged with your office, unless you publicly announce the report’s 
contents earlier, we plan no further distribution until 30 days after its issue 
date. We will then send copies of this report to the Secretary of Health and 
Human Services, the Commissioner of the Food and Drug Administration, 
the Director of the Office of Management and Budget, and others who are 
interested. We will also make the report available to others upon request 
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Please cont^ me on (202) 512-7119 or John Hansen, Assistant Director, 
on (202) 512-7105, if you or your staff have any questions, Othere who 
contributed to this report are Gloria E. Taylor, Brenda R. James, and David 
Bieritz. 

Sincerely yours, 


Bernice Steinhardt 
Director, Health Services Quality 
and Public Health I^ues 
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Comments From the Food and Drug 
A.dministration 



NOV 14 igS7 


Ms. Bernice Steinhardt 
‘Director, HEMS 

U.S. General Accounting Office 

Room 5A26 

AAl G Street, N.w. 

Washington, D.C. 20548 

Dear Ms. Steinhardt: 

Enclosed are the Food and Drug Administration's comments on the 
GAO Draft Report entitled “Food and Drug Administration: 
Improvements Needed In the Foreign Drug Inspection Program," 
GAO/HEHS-98-23 , October 1937. 

Sincerely, 


Diane E. Thompson 
\ Associate Commissioner 

for Legislative Affairs 
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Comments From the Food and Drug 
Administration 



COMMENTS OF nffi FOOD AND DRUG ADMINISTRATION ON THE GENERAL 
ACCOUNTING OFFICE DRAFT REPORT ENTITLED. FOOD AND DRUG 

GAO/HEHS-98-2i 

GENERAL 

We appreciate the of^rtunity to review the draft report and ofter the Food and Drug 
Administration's (FDA or the Agency) comments. We recognize that both the Genera! 
Accounting Office (GAO) and roA have pul a great deal of efTort into this study, and we are 
happy to assist the GAO evaluators to ensure that the fin^ report is accurate In our review of 
the draft report, we found a nunto of areas where there are apparently misconceptions and some 
errors offset that need to be corrected 

Over the last few years, as more drugs, particularly built drugs, are bang imported from n^y 
different coumrles, FDA has mule a^niftcant changes to the foreign inspection program by 
increasing the number of foresgo drug inspections, increasing the length of time spent on the 
infections, and by expanding (he infections to include more aspects of the Current Good 
Manufacturing Practices (CCMP) thw was done before 

In addition, f proximately two years ago, FDA's Deputy Commissioner for Operations 
established a working group to analyze the current foreign inspection and import programs, 
describe their current operations, and make recommendations for improving the programs within 
existing resources The working group consisted of represenutives of each of FDA’s five Centers 
and the Office of the Commissioner In May of 1 997, the working group submitted a risk-based 
plan to the Deputy Commissioner that, if implemeitted, would provide a solid basis for nuking 
decisions about the approvability of new products as well as the admissibility of products 
presented at U S ports for entry The plan also calls for focusing Agency resources on the high- 
risk product maiuifocturcrs to ensure that they either comply with CCMPs or are cease marketing 
products in the U S. The plan was adtf led ^ the Agency, and currently is being implemenied to 
allow FDA to leverage its scarce resources to assure that the nation’s drug supply ii safe 


The draft report reflects a misunderstanding of the 1993 ■‘imemaJ review” of the foreign drug 
inspection program As we stated in the exit conference on November S, the 1993 document is, 
in fact, an internal discusuon paper entitled, '‘Recommendations to Strengthen Surveillance and 
Enforcement Operations Associated widi the Importation of Human Drugs” which was written by 
a Regional Food and Drug Director. The recommendaiions were formulated on the basis of data 
from one Region only, and did not include Office of Regulatory Aflkirs(ORA) headquarters or 
CDER input While the 1 993 discussiofl paper was thoroughly reviewed, the issues investigated, 
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and the verified program weaknesses addressed, it should not be w«ghtKl equally with the 
Agency ervaluitions done in 1988 and 1997 This is especially important as the 1993 discusuon 
paper served as the Spaniard for the cuiroit GAO evaluation, and the evaluators accepted Uie 
recommendations in the discussion paper wthout independently verifying their v^idity/feasibiiity. 
FDA's review of the 1 993 discussion paper found it to be flawed in significant ways that limited 
its usefulness to the Agency The evatuatiHS were given a copy of FDA’s mmiorandum to the 
Asastant Inspector General for Pubfic Health Service Audits. OIG. in which many of the findings 
in the 1993 cUscusskm paper were rrtutted by FDA Therefore, many of its recommendatirms 
have not been iraplememed, nor are there plans to do so Those recommendatiorts found to be 
valid and feasible were adopted. 


The draft report impliea that there may be a sigmficani diiTerence between the processes followed 
by FDA's districts and headquarters for classifying domestic and foreign Establishment Inspection 
Reports (EIR) The draft r^rt also frequently uses the terms "disagreed with" and 
"downgraded" to describe an apparent difference between domestic and fcxeigfl drug inspection 
processes (pages 2S-3 1 and Footnote 8) In fact, the processes followed by both the Office of 
Regulatory Afirurs (ORA) and the Center for Drug Evaluation and Research (CDER) are very 
similar In both cases, an investigator recommends, on the basis of his/her knowledge about the 
manufacturer's operations as of the time of the inspection, an Official Action Indicated (OAl), 
Voluntary Action Indicated (VAI), or a No Action Indicated (NAO classification of an in^rection 
report For a domestic OAl classification, the investigator recommends a classification and 
forwards the EIR package to the Investigations Branch Supervisor or Team Leader, who ather 
agrees with the recommended classification or disagrees and adjusts the classification accordingly 
Domestic EIRs and supponing documentation are then forwarded to the District Compliance 
BrarKh which may agree wHfa the classification (endone it), or disagree with the classification and 
change it to a diftrent classificotioa 

For most foreign inspections, an investigator prepares the EIR and recommended classification 
(OAl, VAI, N^) Just as for domestic infections The EIR may be reviewed by the Supervisor 
or Team Leader This review is not cosadered to be a District endorsement of the inspector’s 
recommendation There is no further District involvement from this point. The EIR it forwarded 
to CDER, Office of Compliance, Foreign Inspection Team (FIT), for evaluation and classification. 
Final classificatiorrs by CDER are based upon the inspection report as well as FIT'a knowledge of 
current policies, rt^ations, practices and the public health significance of any violations. 

The EIR classification is the point at which the inspections and compliance are merged to evaluate 
and determine the compliance sMtus of a firm. Tbe comphaoce function supports the inspection 
functions and complements it with expertise regarding Uw Federal Food. Drug, and Cosmetic Act 
(FFDCA), FDA pdides and procedures, the documentation supplied by the manufacturer in 
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response to the 483. theit co^^>lilnce iustoiy, and any further process'll^ the imported drug may 
undergo, similar situations at other Srms aiuS how they were classified, how similar cases have 
been adjudicated, and the pubhc health significance of the violations This process is transparoit 
and r^id in the disricts. The purpose of the classiftcaliort is to help the Agency determine what, 
if any, regulatory acti<ni drould be initiated to correct a violation. While not all violative 
conditions require an immediate renspection of the manufacturer, during the next inspection, 
whenever it may be, FDA always confirms that the corrections -wm made. This proc^urc helps 
direct the use of FDA's liireted resources to those cases where it is importimt to assure correction 
of the most serious defideoctes by en immediate reinspection and where a routine inspection will 
suffice to protect the puUic. 

In addiuon, the draff report indicates that CDER and the field investigators ofien dis^ee on the 
classificatian of inspection findings and the severity of the enforcement action. Tl^e is no 
evidence that inspectors disagree with final CDER classificatioD once it has been made. Tlie only 
thing established it that CDER ifid not accept the recommendation. The report does not attempt 
to assess the validity ofCDERactioo, which is based on all the facts, or whether the inspector 
would agree he/she had all the facts available to CDER. In both foreign and domestic 
inspections, final classification represents the most well-thou^t-out decision based on die current 
inspection, past history of the establishment, and the significance of the drug. It ts not valid or 
prudent to assume that the assignment of a final classification by CDER that is lower than the 
initial recommended claasification will result in violative products entering the U.S. 

Finally, the repon states that. “FDA officials have acknowledged that because of resource 
limnations, they sometimes downgrade inspecfion classifications and approve new drug 
applications based on fordgn manufacturers promises to impletnenl corrective actions.” As FDA 
explained during the exit conference, changing inspection classifications is not done to conserve 
resources. Rather, any change in ctassification by CDER is based solidly on the information 
contained in the EIR and other relevant other information that bears on the actions FDA would 
imtiale to correct a violative conefition. 


“To improve the effectiveness of FDA's foreign inspection program to ensure that only safe, pure 
and high quality drugs are imported into the United States, we recommend that the Commissioner 
of FDA: 

ensure that serious maradacturing deficiencies are identified and enforcement aettons are 
initiated, by requiring investigators and CDER to prepare inspection reports and issue 
warning letters witlan estaUidied time frames;" 
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FDA acknowledges that there are unique difficulties in completing foreign inspection reports on a 
timely basis. FDA has made changes in the length of scheduled foreign inspection trips, provided 
for report writing days during the fordgn trip, and emphasized to district management ti»t foreign 
travelers must be able to complete foreign inspection reports before being assi^ied othCT duties 
Field Management Directive #86. Revised 7/3 1/96, identifies time frames for completion of 
fbragn drug EIRs Additionally, tins topic was included in the most re»nt foreign inspection 
manual and the introduction to the foreign inspection training course held in May. 1997 Also, 
foreign inspection reports are now seni directly to CDER. Foreign Inspection Team, upon 
completion to eliminate a previous ORA st^ in the process 

FDA believes that the changes made and regular emphasis by FDA ma&agement is improving the 
timeliness of ETRs and decition>makiDg Table D shows the EIR submisnon data for FY-97 and 
Table £ shows the processing times for Warning Letters issued. The results shown in both tables 
are based on CDER’i review of 257 inspection reports as of Novembw 7, 1997 of which 230 
involved inspections of manufacturers 

TABLED 


Number of Work Days from Completion of FY-97 Foreign Inspections to 
Submission of 

Inspection ReporU to CDER’s Office of Compliance 
(Based on l^al EER Classiticstions by Districts) 


Submitted to OfBcial Voluntary Totri Number Percent 

CDER Actkm Action oflnspcction 

(in work days) Indicated Indicated E!Rs Reviewed 

Within 

Specified Time 
Frame 


30 Days or Less 28 47 

31 -60 Days 17 44 

61- 90 Days 4 17 

91 -120 Days 0 2 

121 Days or 0 1 

More 

Total 49 111 


75 46.9 

61 38 1 

21 13 I 

2 13 

1 0.6 

160 100 


4 


Page 44 


GAO/HEHS-98-2I Foreign InspectlonProgram 



315 


Appendix I 

Comments From the Food and Drug 
Administration 


Table D shows that 47% of FY97 OAl/VAI EIRs were submitted to CDER in 30 days or less 
and 38% were submitted in 31-60 days. The average time Cot submission of OAl and VAI 
reports for FY-97is34 daysanddi day^ respectively 


1 

I 


! 
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Comments From the Fo<xi and Drag 
AdnUnistration 


TABLE E 

Number of Work D«ys from Receipt of FY-97 Foreigs Inspection EIRs 
to Issuance of Warning Letters 

Time Frame Nuo^r of Wanting Percent 

(in WoHc Days) Idlers Issued 


1 S Days or less 3 

16 -30 days 4 

31 -45 days 2 

46 - 60 days I 

61 - 75 days 0 

76 - 90 days 0 

9i - IDS days 0 

106 or more days 0 


30 

40 

20 

10 

0 

0 

0 

0 


Total 


10 


100 


Table E shows that 30% of FY-97 Wanting Letters were issued in 15 days or less after CDER 
received the EIRs, and another 60% were issued within 45 days. The average time for procesHng 
FY-97 Warning Letters is 24 d^ For FY-96, CDER data showed that 26% of the Warning 
Letters issued in 15 days or less, and another 53% issued within 45 days after receipt of the EIR. 
The average time for processing FY-96 Warning Letters was 4 1 days. 

To conclude. CDER analysis of FY-97 data shows a modest improvement in the submisnon times 
for OAi^Ai inspection r^rts, and a mbstantia] improvement in the time expended by CDER in 
processing Warning Letters. The average processing time has been reduced from 41 days to 24 
days; or a redu«ioD of 42%. 


I 
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Appendix 1 

Comoients From die Food and Drug 
Administration 



“revise the risk-based inspectimi strategy to conduct more frequent inspections of ail 
foreign mamiracturers that have been identified as having serious manufacturing 
deficiencies; and" 


FDA COMMENT 

We do not concur. GAO may be basing thb reconunendation on the assumption tf»t where 
inspection reports recciviiig a final classification of VAl after an initial lecommendation of OAI. 
the OAJ classification was, in faa. the correct asscuinent. In the absence of a re-review of final 
dauifications, wtudi GAO did not conduct, tins would be an incorrect assumption The Center- 
based compliance function is a separate, albeit con^lementary, function to the field-based 
inspection function It cannot be assumed that a final classification wluch diffi»s from the 
recommended classification is always wrong if it results in a less serious dassification. 


) — “reevahjate plans for increadog the frequency of routine surveillance inspections of foreign 

pharmaceutic^ manu&cturers to ensure that adequate resources are available to 
! implement this strategy without diminishing FDA’s ability to conduct pre-approval 

inspections.’’ 

I FD A COMMENT 

! 

j We do not concur. Rather than re-evaluating the plan at this time, FDA believes that it is more 

important to continue implementation of the plan and re-evaluate it in the future. FDA is 
[ committed to maximizing the uae of routine surveillance inspections within existing resources 

[ The FY97 results shown in Tables D and E, above, which are based on a review of 230 

I inspections of manufacturers show that 60 (26Vo) of the foreign drug icispecUons done during 

j FY97 were classified as ’’post-approval" or surveillance inspections and 151 (65.7%)were 

{ classified as “pre-approval/CCMP” inspections. The strategy of including CGMP inspections as a 

part of pre-approval inspections is moving the program toward more uniform and balanced 
; inspection coverage. 

FDA also will Boalyze data from hs newly installed OASIS program for processing import entries 
to determine which forei^drugmaoufacturers actually have products come into the U S. Any 
foreign manufacturers (hat have not been inspected will be added to FDA's official inventory and 
scheduled for inspection based upon criteria in the new strategy 


(108279) 
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U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


Petition to Request the Food and Drug ) 
Administration to Rank Foreign and ) 

Domestic Drug Manufacturing Finns ) 

Together for Purposes ) 

of the Agency’s Risk-Based Approach ) 

to Inspections and Take Other Steps to ) 
Reduce the Public Health Risks ) 

Associated with Imported Drugs ) 


Docket No. 


CITIZEN PEirnON 


The Synthetic Organic Chemical Manufacturers Association’s (SOCMA’s) Bulk 
Phannaceutioals Task Force (BPTF) submits this petition to request that the Food and Drug 
Administration (FDA) take specific actions designed to allow it to better manage the risks to 
public health associated with the use of drags manufectured or processed at foreign facilities. 

The BPTF is an association for manufacturers of active pharmaceutical ingredients (APIs), 
excipients, and intermediates. The BPTF’s primary objective is to seek clarification of current 
regulatory requirements and to interact with governmental agencies on emerging issues that may 
impact SOCMA members. SOCMA is the leading trade association of the specialty batch and 
custom manufacturing chemical industry, representing 300 member companies with more than 
2000 manufacturing sites and over 100,000 employees. 

I, ACTION REQUESTED 

The BPTF respectfiilly submits this petition to request the Commissioner of Food and Drags to 
allocate its resources to reduce the public health risk that imported drag products pose by: 

1 . ranking foreign and domestic drug manufecturing firms together according to FDA’ s 
risk-based approach to inspections; 

2. listing “foreign facility” as a significant risk factor for purposes of its risk-based 
approach; and 

3 . implanenting a program of monitoring the impurity profiles of imported over-the-counter 
(OTC) drags for patterns that create the appearance of underlying problems with current 
good manufacturing practices (cGMP), so that FDA may reflise entry under 21 U.S.C. § 
381(a) to products that appear adulterated. 


1 
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n. STATEMENT OF GROtlNDS 
A. Background 

Domestic and foreign establishments importing drugs must register their establishment and list 
all drugs in commercial distribution,’ A review of establishment registrations and drug lists 
reveal several important trends in dmg manufacturing. In 2004, 2700 foreign drug 
manufacturing establishments were registered with the FDA versus 3300 domestic sites 
(excluding the 4500 domestic sites registered solely for the production of medical gases),^ China 
and India led in the number of FDA registered facilities with 440 and 300 sites, respectively,^ 
Approximately 51% of the repstered foreign sites are API manufacturing facilities; the 
remaining are other establishment types, such as finished dosage plants and control laboratories,^ 

The number of finished drug products manufactured abroad for the U,S. market is increasing, 
accounting for four of ten prescriptions drugs now sold in this country.^ A review of the FDA 
Type n DMF database also reflects the trend toward increasing foreign dmg manufacturing; 87 
percent of the 5 1 0 DMFs filed with the FDA in fiscal year 2004 were for products/ APIs 
manufactured outside of United States,” Even if not all of these DMFs have yet been cross- 
referenced into approved applications, the numbers suggest that a greater proportion of dmgs are 
likely to come fium foreign coimtries in the future, 

FDA is responsible for ensuring that all domestic and imported dmg products are safe, efiective, 
and in compliance with ciurent good manufacturing practices (cGMPs), It is cGMP that 
provides the assurance that each pill we consume has the same identity and strength and foe same 
quality and purity characteristics as foe product approved by FDA. FDA is required to inspect 
registered domestic establishments in any state every two years,® NDA/ANDA pre-approval 
inspections are conducted for specific new products, but domestic facilities also receive periodic, 
unannounced inspections for cGMP compliance. Based on CDER inspection statistics of 1999- 
2003 (Table I below), and the estimated number of domestic manufacturing sites registered, it 


' See Federal Food, Drug and Cosmetic Act (FDCA) § 510, 21 C.F.E. § 207.20, 21 C.F.R. § 207.20. 

^ Kristen Evans, CDER 2005 Compliance Update, 29“ International cGMP Conference, Univ. of Georgia, March 
2005, 

’ Kristen Evans, CDER 2005 Compliance Update, 29* International cGMP Conference, Univ. of Georgia, March 
2005 

* See id. 

’ See Government Executive ai ht^;//www.govexec.coin/dailyfed/1204/12 1404cdpml ,htm (last visited October 
20, 2005). The proportion of APIs foat are ingiorted is even higher, at least 80 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are ingiotted. SeeGAO/HEHS-98-21: General Accounting Office, 
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of 
Representatives, Food And Drug Administration, Improvements Needed in the Foreign Drug Inspection Program 
(March 1998) [hereinafter 1998 GAO report). 

‘ www.fda.gov/cder/dmfi'index.htm 
’See FDCA § 501(a)(2)(B). 

‘SeeFDCA§ 510(h). 
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appears that FDA is reasonably close in meeting the biennial inspections mandated of the 
domestic facilities. 


Table I 

CDER Manufacturing Plant fiaspeotions 


Fiscal Year 

Domestic Inspections 

Foreign 

Inspections 

NDA/ANDA 

cGMP 

1999 

2548 

1844 

220 

2000 

2229 

1436 

248 

2001 

2090 

1497 

249 

2002 

2166 

1519 

210 

2003 

1453 

1512 

184 

2004 

1375 

1825 

184 


Source: CDER Reports to the Nation (for years 1 999 to 2004) 


FDA is not required to inspect foreign facilities every two years for the simple reason that FDA 
has no authority to enter a facility in a sovereign country unless invited. As partial compensation 
for FDA’s lack of authority to inspect foreign facilities, the statute invites FDA to enter into 
cooperative arrangements with foreign officials to determine whether dTug(s) should be re&sed 
admission into the United States.® Nonetheless, FDA is falling short of meeting its 
responsibility to safeguard the public from adulterated or misbranded drugs manufactured or 
processed at foreign facilities. Even though as much as 80 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are imported,'® the Agency inspects foreign API 
suppliers and foreign suppliers of drug products for OTC applications infrequently, if at all. 
Indeed, inspections of foreign pharmaceutical manufacturers occur with far less frequency than 
the two-year interval Congress deems necessary for domestic manufacturers. 

In fact, at the current rate of inspection, a foreign manufacturer is unlikely to be inspected for 
cGMP compliance at all, unless the firm is listed in an ANDA/NDA, In October 2000, Jane M 
Henney, M.D. testified before the Subcommittee on Oversight and Investigation that based on 
the Establishment Evaluation System database, 242 foreign API manufacturers, in 36 countries, 
appeared to have exported products into the U.S. in 1999, without having been inspected by 
FDA." Forty-six of these firms were located in China and Hong Kong and eleven in India; 
according to 2004 data, firms in these countries now account for 49% of the drugs consumed in 
the U.S. It is worthy to note that the final rule requiring registration of foreign establishments 
did not take effect until February 1 1, 2002; therefore, the actual number of forei^ facilities not 
inspected by the FDA may have been substantially higher than 242. 

According to FDA’s Center for Drug Evaluation and Research (CDER) Office of Compliance, 
90 percent of the international drug inspections of facilities were limited to “pre-approval” 


’SeeFDCA f 510(i). 

See 1998 GAO report, si^ra note 5. 

' ' Jane M. Henney, M.D., Testimony to Chairman Fred Upton, Subcommittee on Oversight and Investiptions, 
House of Representatives, October 3, 2000. 
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inspections, with the remainder being cOMP compliance or post-approval surveillance. Thus, 
a majority of the foreign drug manufacturing sites were not in%)ected for cGMP compliance at 
all, and those that were inspected had little or no follow-up on the corrective action implemented 
in response to previous inspections. 

In China and India, for example, more than five years may elapse between FDA inspections of a 
drug manufacturer. Moreover, FDA is still experiencing delays in taking enforcement action 
against foreign pharmaceutical manufacturers. In one case, FDA allowed a manufacturer in 
India to continue exporting its products to the United States despite an investigator's finding that 
the manufacturer could not adequately test for impurities in its product and water system; nearly 
two years passed before FDA determined that enforcement action had never been tAen against 
this manufacturer. 

Statistics also show the number of Form 483s issued to foreign firms after an inspection is 
significantly higher in percentage than are issued to domestic firms” and serious deviations fi'om 
GMPs were identified more often in foreign than U.S. pre-approval inspections.'^ If there had 
been enough cGMP inspections of foreign firms to generate comparable statistics, it is 
reasonable to assume that the higher violation rate for foreign &cilities would be repeated. 

Foreign facilities, in general, pose a greater risk to public safety because when a facility is 
inspected infi:equently, as is the case for foreign manufacturers, there is a natural tendency for 
management to hecoine'complacent that what was adequate at the last inspection is still 
adequate.! In the absence of a credible threat of reasonably Sequent inspections, the “c” in cGMP 
gets lost. Maintaining cGMF compliance requires constant effort and vigilance. Minor 
deviations may not cause any apparent lack of quality, but it is a well-paved road finm minor 
deviations to serious quality fidlures. Each st^ away fiom cGMP compliance appears to be a 
short term cost savings. Without creditable regulatory oversight, profits can displace the 
assurance of cGMP. Furthermore, the consequences for a foreign firm that fails an FDA 
inspection is loss of the US market; however, if a foreign firm complies with local laws, it may 
continue to operate and produce for its own domestic, and many other, markets. This, of course, 
is not the situation for U.S. drug manufacturers, which risk a much greater penalty for failing 
FDA inspections. 

B. Risk-Based Inspection Ranking 

FDA has stated that as part of its cGMPs for the 21“ Century Initiative, it will pilot a risk-based 
inspection model for prioritizing drug manufacturing establishments for routine inspection.'* We 


Charles M. Edwards, FDA International Inspections, 27* Intematioiial cGMP Conference, Univ. of Georgia, 
March 2003. 

“ See 1998 GAO report, supra note 5. 

See id.', see also Philip S. Caiz^bell, 2004 Inspection Records & Compliance Issues, 29* Intcmational cGMP 
Conference, Univ. of Georgia, March 2003 

’’ See 1 998 GAO report, supra note 5. 

“ See FDA’s Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites - A 
Pilot Risk Ranking Model (September. 2004), avai7aWeathtq);//www.fda.gov/cder/g!t5)/gn^2004/risk_based.pdf. 
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understand that as part of this initiative, the Agmoy has started using a computer program to 
select manufacturers for inspection, which ranks domestic facilities, using risk factors such as 
specific product, processes used, recalls, violation history, and contamination potential. ’’ We 
also understand that the agency will use this pro^am for foreign manufacturers in 2006, but will 
rank domestic and foreign facilities separately.'*^ In this regard, we urge FDA to risk-rank 
domestic and foreign facilities together. Additionally, we request that, based on the 
considerations noted above, the Agency specifically list “foreign facility” as a significant risk 
factor for purposes of its risk-based approach to inspections. Such action will assure that 
resources are actually allocated consistent with the risk, and thereby reduce the likelihood that 
quality problems associated with drugs would lead to injury, and even death, as h^pened in 
1998-1999, when seventeen patients who were treated with gentamicin sulfate died - the 
common denominator linked to the deaths was the API of the drug originated firam a Chinese 
supplier with varying levels of endotoxin and notable chemical impurities.'* 

One difficulty that may be perceived with risk ranking foreign and domestic firms together, 
however, is TOA’s lack of authority to demand access to foreign facilities. In theory, this lack of 
authority could undermine the unified rankings because FDA would have to skip over facilities 
to which it could not gain access. In our opinion, this problem is more theoretical than real, at 
least in the case of facilities that are named in approved New Drug Applications. Foreign 
facilities that supply NDA holders typically establish Drug Master Files (DMFs) that describe 
the portions of the chemistry, manufacturing, and control operations associated with new drug 
production performed at the site. Because information provided in a DMF is incorporated by 
reference into the customer’s New Drug Aj^lication, if a supplier were to deny access to FDA, 
for example to check records, the customer’s NDA would be in jeopardy. As a result, the 
relationship between supplier and NDA holder (customer) gives FDA leverage over the 
suppliers — ^leverage that can be used to gain access to foreign suppliers. 

C. Impurity Monitoring as a Surrogate for cGMP Inspections 

A different approach, however, is required for foreign establishments that supply products other 
than those subject to a NDA. Most over-the-counter (OTC) drugs are not the subject of NDAs 
and ANDAs; rather, they are marketed pursuant to regulations referred to as “monographs” or an 
enforcement policy pending adoption of a final monograph.*" Because there are no re^atory 
pre-approval barriers to entry for these products, formulators are fiiee to source raw materials 
from any manufacturer and may change suppliers fireely and ftequently to obtain the lowest cost 
of goods. Quality assurance is a good investment only if there is a higher price to pay for poor 


See presentation fay Alicia Mozzachio, FDA inspector, APIs and the Foreign Inspection Program, at SOCMA's 
cGMF Compliance Conference for Fbarinaceutical Ingredient Suppliers, Oct., 6, 2005; see also Pat Pfaifafas, U.S,, 
Foreign Firms Ranked Separtsiely in Tool FDA Uses to Target Inspections, Daily Report for Executives, Oct 1 1 , 
2005. 

'* See id. 

A review of ah die evidence indicated it was unlikely that endotoxin alone was responsible, but diat it might have 
acted synergistically with a non-endotoxin pyrogen. See James F. Cooper, LAL TIMES, Pyrogenic Reactions to IV 
Gentamicin, December 1999; see also Steve Sternberg, USA Today. FDA Probe Into Antibiotic Deaths Called 
Inadequate, May 1 1, 2000. 

“21C.F.R.Part330. 
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quality. In the absence of effective oversight, quality assurance investments become unnecessary 
and unrecoverable costs. As long as the only production of imported mongraphed products (or 
ingredients) that are offered for import to the U.S meet the applicable specification requirements 
of the U.S. Pharmacopeia, there is virtually no incentive for such manufacturers to even 
implement GMP, let alone invest the time and attention required to stay up to date with cGMP.^’ 

Indeed, if an OTC product or its components are manufactured in a foreign facility, the risk 
factors discussed above with respect to foreign suppliers to NDA/ANDA holders are fiirther 
amplified. At this time, use of unproven or hazardous excipients in the formulations is possible 
because there currently is no systematic mechanism for detection or prevention of their use in 
such products. Additionally, just because adverse events are not associated with an OTC, does 
not mean there are no additional risks associated with foreign sites. Adverse events are difficult 
to correlate to an actual source or problem, especially considering that many OTC manufacturers 
may use numerous different suppliers over time &>t the same product with the same API and 
adverse effects of poor quality OTCs could take considerable time to appear. 

Since cGMP non-compliance can be inferred by observing inconsistent impurity profiles in 
different batches of products, we ask that FDA implement a program to monitor &e impurity 
profiles of imported OTC drugs for patterns that create the appearance of underlying cGMP 
violations. We recommend that FDA coordinate the priorities for this program based on the risk 
ranking of the facility that produces the product. 

D. Conclusion 

While the FY 2006 budget was signed into law on November 10, 2005,“ we understand that the 
2006 budget with regard to the foreign inspection programs is still unclear but, based on the 
proposed 2006 budget,^^ likely includes cuts to nearly all FDA’s inspection programs, potentially 
reducing the foreign drug establishment inspection program by 5.8%. We sympathize with 
FDA’s limitations in resources, but believe that if the agency is to fulfill its mandate to protect 
US consumers, it is imperative that the foreign manufacturing facilities responsible for exporting 
80% of the bulk APIs into U.S. be inspected, at a minimum, to the same extent as domestic 
facilities. As Bernard Schwetz, D.V.M., Ph.D., Acting Principal Deputy Commissioner of FDA 
in 2001 stated, ‘TDA must improve foreign inspection and physical inspection coverage and 
oversight of foreign producers to be able to maintain the safety of products on that [sic] market 
that we believe Americans expect and demand.”^ 


’’ Alfliough it is common for drug product manu&ctuiers in the U.S. to qualify their suppliers, there is no explicit 
regulatory requirement for such inspections. (y,21 C.F.R. Part 211, 

“ See: PL 109-97 http;//&webg8te.access.gpo.gov/cgi- 
bin/getdoc.cgi?dbname=109_congj)ublic_laws&docid=f:publ097.109.pdf 

“ Julie Appleby, USA Today, Budget Cuts FDA Sctfety Oiecks, Feb. 14. 2005. 

“ Bernard Schwetz, D.V.M., Ph.D, Acting Principal Dqmty Commissioner, FDA Testimony before foe U.S. House 
of Representatives Committee on Appropriations, Subcommittee on Agriculture, Rural DeveloprtBnt, and Related 
Agencies, March 8, 2001 . 
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We xirge FDA to properly allocate its limited resources to reduce the overall risk to consumers. 
FDA could increase the compliance stakes for foreign establishments by more aggressively 
exercising its prerogative under 21 U.S.C. § 381(a) to refuse entry to products that appear 
adulterated. Warning Letters and resource consuming formal enforcement efforts are not 
prerequisites to keeping suspect foreign drag products out of domestic commerce. Exercising 
this prerogative does not impose a significant bimden on the budget and will raise the conq)liance 
stakes for foreign manufactures. 

Although nearly half of all drags marketed in the U.S. are produced or manufactured in foreign 
facilities, and tMs number is rapidly increasing, the vast majority of FDA inspections occur 
domestically. Neglecting to adequately inspect foreign drug establishments not only places 
domestic pharmaceutical manufacturers at an economic disadvantage, it also clearly places U.S. 
consumers and patients at risk. Contaminated gentamicin fi’om a foreign drug supplier was the 
apparent cause of seventeen deaths in 1998-1999. Arguably, insufficiently aggressive foreign 
drug establishment inspections led to the flu vaccine shortage last fall. In order to help protect 
Americans fiom facing more crises due to unsafe drags, the BPTF urges FDA: 1) to utilize its 
authority to refuse entry under 21 U.S.C. § 381(a) to products that appear adulterated; 2) to rank 
foreign and domestic drug manufacturing firms together according to FDA’s risk-based tqiproach 
to inspections; 3) to list “foreign faciUty” as a significant risk factor for purposes of its risk-based 
approach; and 4) to implement a program of monitoring the impurity profiles of imported over- 
the-counter (OTQ drags for patterns that create the appearance of underlying problems with 
current good manufacturing practices (cGMP). 

in. ENVIRONMENTAL IMPACT STATEMENT 

The action requested does not involve the introduction of any substance into the environment and 
is subject to categorical exclusion of 21 C.F.R § 25.30(a) because it involves inspections. To 
the petitioner’s knowledge, no extraoidinary circumstances exist, 

rv. ECONOMIC IMPACT STATEMENT 

An economic impact statement is not required at this time. 

* ♦ « 

The undersigned certify that, to the best of her knowledge and beliefs, this petition includes all 
information and views on which the petition relies, and that it includes representative data and 
information known to the petitioners which are unfavorable to the petition. 


Respectfully submitted. 



Bulk Pharmaceuticals Task Force 
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Joint Position Paper 

“Uneven Enforcement Leads 
to Sub-par Drugs 
and National Security Risk” 


Submitted by the 
European Fine Chemicals Group 
and the 

Synthetic Organic Chemical Manufacturers Association 
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The European Union and the United States have rules in place to ensure that Active 
Pharmaceutical Ingredients (APIs) used to make medicines meet current good manufacturing 
practices (cGMPs). Compliance with cGMPs is what ensures that each pill and medicated syrup 
we consume, each injection given to us, and each IV administered to us has the same identity and 
strength and the same quality and purity characteristics as the product approved by the Health 
Authorities in EU Member States and in the US. 


But not everyone is playing according to the rules, and the American and European public are 
being put at risk in two critical areas: patient safety and regional/national security. 


With regard to patient safety, SOCMA’s Bulk Pharmaceutical Task Force (BPTF) submitted 
formal comments to the U.S. Food and Drug Administration in January 2006 requesting that 
FDA better manage the public health risk posed by drugs manufactured or processed at foreign 
facilities.’ Among the actions requested was to include “foreign facility” as a significant risk 
factor for puiposes of ranking facilities for inspections. As support for its position, the BPTF 
cite the fact that although more than 80% of APIs used by U.S. manufacturers are imported 
(about half of the imported volume originates from India and China), FDA inspects foreign 
suppliers infrequently, if at all.^ Indeed, FDA’s data indicate that in 1 999, 242 foreign API 
manufacturers, in 36 countries, may have exported products to the U.S. without having been 
inspected by FDA.^ In 2005 FDA conducted 163 inspections of foreign API manufacturers, of 
which 14 (9%) of the API inspections were in China, and 23 (14%) were in India, which is not 


' Citizen Petition from the Synthetic Organic Chemical Manufacturers Association’s Bulk Phannaceutical 
Task Force to the U.S. Department of Health and Human Services. Food and Drug Administration, “Petition to 
Request the Food and Drug Administration to Rank Foreign and Domestic Drug Manufacturing Firms Together for 
Purposes of the Agency's Risk-Based Approach to Inspections and Take Other Steps to Reduce the Public Health 
Risks Associated with Imported Drugs” (January 24, 2006) (FDA Docket No. 2006P-0049), 

^ GAO/HEHS-98-2 1 ; General Accounting Office, GAO. Report to the Chairman, Subcommittee on 
Oversight and Investigations, Committee on Commerce, House of Representatives, Food And Drug Administration, 
Improvements Needed in the Foreign Drug Inspection Program March 1998; see also Prepared Witness Testimony, 
The House Committee Energy and Commerce, Subcommittee on Oversight and Investigations. June 7, 2001, 
Prepared Statement of The Honorable Jim Greenwood: 

http://energycommerce.house.gOv/107/hearings/06072001Hearing267/The_HonorabIe_Jim_Greenwood.htm. 

’ Jane M. Henney, M.D., Testimony to Chairman Fred Upton, Subcommittee on Oversight and 
Investigations, House of Representatives, October 3, 2000. 


August 22, 2006 
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proportional to the quantity of API being imported/ Former FDA Associate Commissioner 
William Hubbard is acutely aware of the safety issues presented by this paucity of international 
inspections. In a May 8, 2006 article in The Washington Post he stated: 

“Most raw materials for our drugs come from foreign producers that are rarely inspected. 
The rate of quality-control failures found in manufacturing facilities by FDA inspectors 
has soared. Think your pacemaker, heart valve, microwave oven or morning vitamin was 
inspected? Dream on.” 


On the other side of the Atlantic; EU industry groups are equally concerned: Both EFCG and 
APIC have issued position papers requesting that EU authorities impose greater enforcement of 
GMPs on API producers^ Unlike the USA,^ the EU is actually unable to say exactly how many 
factories supply the APIs used to make its medicines. Most of the API inspections performed by 
EU officials abroad are arranged by the European Directorate for the Quality of Medicines 
(EDQM).^ In the 7 years that their inspection scheme has been in operation, 80 API 
manufacturing sites were inspected with about half in China and India. These inspections 
yielded 12 suspensions of the Certificates of Suitability (CEP) - Ifom 1 0 different holders - that 
had been issued by the EDQM. All 12 suspended CEPs covered API manufacture in China or 
India. Those CEPs had been relied upon by Medicines Agencies across the EU to approve 
medicines for sale ,* but when they were suspended, obviously as a result of serious non- 


* Nick Buhay, Industry/FDA Perspective on Indian and Chinese Quality, GPhA 2006 API Annual Meeting, 
New York, New York, March 2006. 

* See the publications and positions papers at www.cfcg.cefic.org (EFCG is a sector group of CEFIC) and 
www.apic.cefic.org. (APIC is the EU API industry’s voice on technical matters.) Both associations operate under 
CEFIC, the European Chemical Industry Council. 

* The FDA has a unique numbering system (the NDC number) that makes sure that every label of an API 
container has a number that describes the "establishment” where the product was made, what product it is and what 
siK packing is labeled. The EU has no such system, thereby making any kind of coordination between EU 
Medicines Agencies and EU Customs impossible • as a result defending EU borders selectively to keep out non- 
compliant product is impossible. 

’ The European Directorate for the Quality of Medicines is an institution of the Council of Europe. No other 
European Institution has done as much as the EDQM to start enforcing GMPs also at Asian producers of APIs. 

* Presentation by Head of EDQM Certification Unit Corinne Pouget at the EFCG conference, Barcelona 26- 
27th April 2006, www.efcg.ceflc.org EDQM has issued over 2000 Certificates of Suitability, but has inspected no 
more than 80 producers. 
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compliance, NO action was taken by the competent authorities - the EU Medicines Agencies 
have no agreed common procedure on how to act on such notification of suspension.* None of 
the EDQM inspections performed in Europe led to a single CEP suspension. 

Today around 80% of the volume of APIs that are used to make the medicines found in EU and 
US pharmacies come from abroad.'*’" A large and increasing proportion now comes fl-om 
countries in Asia, up from close to zero 20 years ago.'^ The vast majority of medicines are no 
longer produced by the large multinationals; rather, they are products whose patents have expired 
(generics) and drugs not requiring prescriptions (over the counter drugs or OTCs) that are 
supplied by a multitude of companies that very often do not make their own APIs but instead buy 
them from another company. Globalization has caused unprecedented pressure on prices and 
margins and has driven these generic and OTC companies to buy their APIs at the lowest cost, 
often from plants that have never been inspected by any health authority from the EU or US. In 
2005 alone (Jan to Dec), China -including European owned sites - exported 39,700 metric tonnes 
of paracetamol; this is a 21% increase over 2004 - enough to produce dozens of billions of 
tablets." Globalization has resulted in more complex supply chains which increases the 


’ EFCG’s “Conclusions” on the Barcelona Conference, 27* - 28th April 2006, http://efcg.cefic.org. 

Presentation by Jurgen Hoose, Authority for Science and Health, Hamburg, to the 7* APIC/CEFIC 
European Conference on APIs, Lisbon 20-22 October 2004. 

” EMEA has stated ...approximately 80% of active substances used in the manufacture of medicinal products 
within the EEA are manufactured outside of the EEA... in Guidance on the occasions when il is appropriate for 
Competent A uthorities to conduct inspections at the premises of Manufacturers of A ctive Substances used as starting 
materials (page 60/101 of Compilation of Community procedures on inspections and exchange of information 
http://www.emea.eu.int/lnspeciions/docs/335103en.doc. 

See “The world API’s markef’ publication by Dr. Giuseppe Tamburini, Milan, July 2005. 

’’ Former FDA Commissioner, Dr. Mark McClellan, a strong advocate for generic drugs, in remarks before 
the First International Colloquium on Generic Medicine on September 25, 2003, said, “Generic drugs now account 
for the majority of prescriptions in the U.S., and the U.S. has some of the lowest-priced, safe generic drugs available 
anywhere in the world.” He went on to say, “As nations are working hard to find ways to tighten price regulations 
and shift costs elsewhere, we run a serious risk if product developers don’t think they can get a fair payment when 
they succeed. They will stop trying. They’ll turn to products where the prices aren’t regulated, like erectile 
dysfunction drugs and other lifestyle drugs," 

Reference: “Chinese Paracetamol Export Business Analysis in 2005” by Chinese Medical Export/lmport 
Association, No. 2006-1. 
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potential for contamination, mislabeling, or substitution of one substance for another all of which 
increases the risk to patients.'’ 

While US-based producers of APIs are inspected by the FDA to assure GMP compliance, APIs 
made abroad may escape profound inspection and the accompanying scrutiny of their quality 
control systems. Many EU-based API manufacturers have been inspected by the US/FDA and - 
in some EU Member States - also by their national authorities. However, in many other parts of 
the world where API inspection and enforcement has been largely absent, there is no incentive 
for manufacturers to incur the significant extra costs necessary to meet cGMPs. The problem 
seems even more serious than “mere” non-compliance with GMP; it appears that even 
companies in China and India that have been blacklisted by Nigeria’s health authorities 
NAFDAC” because of their proven, deep involvement in exporting counterfeit medicines to that 
country, are still freely exporting APIs to the EU. Thus the health of our citizens is put at risk 
from sub-standard medicines. FDA has this year issued Warning Letters to some of the leading 
firms in India.'" Is this the tip of the iceberg? Are fast growth and compliance difficult to 
reconcile? Whatever the answer, increased patient risk should never be a consequence of 
financial success. 

The second risk posed by the failure to insist that all companies comply with GMPs relates to 
regional/national security. By allowing an uneven playing field in which foreign companies 
benefit while domestic companies suffer, the suffering companies - if forced to suffer long 
enough — go out of business, causing the loss of jobs, tax revenue, and national financial vigor. 
Even more important: it implies the loss of a secure domestic source of pharmaceuticals in the 
event of a disruption in one or more of the countries the US and EU are becoming so dependent 
upon for their pharmaceutical needs - whether caused by terrorism, civil war, pandemic or 
natural disaster. 


DeSoibo, MA. Balancing Act. Pharmaceutical Formulation and Quality. 8(2) 2006: 22-24. 

See http;//www.nafdacnigeria.org/blacklisted.html. 

'' See warning letters addressed to Wockhardt (February 21 ) and Ranbaxy (June 1 5) - CDER’s 2006 warning 

letters under at http://www.acce 5 sdata.fda.gov/scripts/wlcim/indexissuer, cfin. 
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Applying cGMPs in an industrial setting is complex and expensive. It requires depth and breadth 
of knowledge and training, plus a great deal of discipline and time. Not meeting cQMPs enables 
savings that have been estimated at 25% of operating costs (excluding raw materials cost).'* 
Compared to domestic facilities, uneven enforcement in foreign facilities means these sites can 
offer lower cost APIs with only a “voluntary” regard for expensive cGMPs. Paying only cursory 
attention to cGMPs also allows for greater operational flexibility and faster product development 
which is a decisive factor in the generics business where the first approval takes all the profits 
and remains with an enduring market share. 

Profit pressures in the generic and OTC drug businesses pit quality assurance departments 
against the purchasing departments in the same company in an uneven fight. In the absence of a 
referee, there is a predictable winner every time; the least scrupulous operator. Evidence of the 
uneven playing field and the resulting financial stress placed on EU and US API suppliers can be 
seen in the numerous plant closures and staff cut-backs in the last decades.^"’^' If there is a peak 
in demand triggered by a pandemic or a terrorist event, there will be little domestic production 
capacity to meet public health needs. 


'Managing the Cost of Compliance in Pharmaceutical Operations’; Frances Bruttin & Dr. Doug Dean / 
IBM Business Consulting Services, April 2004 

“,.in the US Hovione and its customers also lost millions of dollars in sales because Opos-supplied generic 
firms got their approvals first, “ January/February 2005 Speciality Chemicals Magazine, page 4, Viewpoint - A 
Level Playing Field, Guy Villax, CEO of Hovione, calls on the European authorities to inspect API producers 
abroad. 

Pharmabiz, an Indian publication, reports that the Environmental Impact Assessment Division (lA) of the 
Ministry of Environment & Forests has given clearance to about 20 bulk drug projects in the country, since March 
2"'' 2006, with another 20 projects pending for approval with the lA in “About 40 new bulk drug units coming up in 
India soon”, June 06, 2006, P B Jayakumar, Pharmabiz, Mumbai, India 

Many of the more traditional APIs such as tetracycline antibiotics and penicillins originally invented and 
manufacmred in the West are today mostly only fermented in China. DSM has now closed down its ex-Gist 
Brocades penicillin and 6-APA manufacture in Delft. Rhone Poulenc (now Aventis) was once the leading producer 
of Gentamicin, this product is no longer produced in Europe or the USA, neither is Rifampicin, Lincomycin - and so 
many odiers. Today, China makes two thirds of the global production of Penicillin G, the basic intermediate for a 
large number of essential antibiotics. 
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The de-localization of API production away from the EU and the US also means otir nations are 
no longer self-sufficient. Neither ciprofloxacin nor doxycycline, which are the front-line 
treatment for anthrax, are made in the West any more. Every source of every key intermediate is 
Indian or Chinese.^^ Similar situations exist for the majority of the APIs used to make the drugs 
that constitute a family physician’s basic arsenal to treat the common disorders that afflict our 
children, grandparents and ourselves.^' 

* ♦ ♦ 

In both the EU and the US, government budgets are tight, and inspectors are in short supply. The 
level of enforcement in many areas is insufficient to ensure a degree of deterrence adequate to 
maintain quality and standards at a level where risks remain acceptable. SOCMA and EFCG 
hereby request that the Medicines Agencies / Health Authorities in the US and EU be provided 
with a mandate and the resources to create a health care environment where all API 
manufacturers whose product is destined for use by EU or US consumers must comply with 
cGMPs, regardless of where they are located. When enforcement is adequate, firms are not 
tempted to use sub-standard APIs and non-compliance ceases to be a competitive advantage. 
Frequent and random GMP inspections of API producers abroad (or if we need to endure the 
risks caused by their absence, impurity monitoring as a minimum but inferior surrogate for 
cQMP inspections) will greatly increase the likelihood that offenders will be caught and public 
health will be better protected. 

Consumers in the EU and the US may benefit from global competition in terms of cost of 
medicines, but maintaining a minimum level of industrial capacity in key areas is essential to 
regional/national security. Pharmaceutical production capacity is a key issue from a security 
standpoint and we urge that steps be taken to stem the loss of domestic API manufacturing 

« Acetophenone is the key raw material used in the manufacture of ciprofloxacin and DCFB (di chloro 
fluorobenzene) is the penultimate stage of acetophenone. Out of the she principal manufacturers of DCFB in the 
world, four are in China and two in India-the Mumbai-based Aarti Industries and Ann's Labs - Tuesday, August 09, 
2005 08:00 1ST, Reghu Balakrishnan, Mumbai. 

The source for the doxycycline assertion is Hovione, the leading supplier for doxycycline to the West for over 25 
years. 
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facilities. Requiring that foreign facilities meet the same quality standards as EU and US plants, 
will not, in and of itself, assure that regional/national security is maintained, but rigorous 
enforcement of the same standards across all pharmaceutical production venues will at least slow 
the departure to locales where a lack of enforcement results in a lower cost of doing business and 
a higher risk to the health and safety of EU and US citizens. 



Joseph Acker 
President 

Synthetic Organic Chemical Manufacturers Association 


Guy Villax 

Chairman, Pharmaceuticals Business Committee 
European Fine Chemicals Group, CEFIC, Brussels 
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Miller, Richard 

From: Urwitz, Jay [Jay.Urwitz@wilmerhale.comi 
Sent: Tuesday, October 02, 2007 4:36 PM 

To: Miller, Richard 

Subject: Your Questions 


Richard: 

(1) The nonprintable AMSCE-000000616 is an attachment to the preceding document (AMSCE- 
000000615). Document 000615 (from Chris Christopher to Daniel Dayton and others setting up a 
March 21 teleconference) contains an attachment entitled "meeting.ics,'' which is an Outlook calendar 
item. We will include the document in the final production. 

(2) The sources for the documents are as follows: 

AMSCE 0000001- AMSCE 000000546 (Sept 26, 2007 production): Greg Yurek's hard drive, which 
included local email and loose files, and a few self-collected items from AMSC. 

AMSCE 000000547 - AMSCE 000000823 (October 1 , 2007 production): Larry Masur and John Powell 
email archives; Greg Yurek, John Ulliman, and Larry Masur live email (current email inbox); Marilyn 
Anderson, Al Baciocco, Blake Bisson, Patricia Carey, Cheri Hart, Nicole Keville, and Charles 
Stankiewicz documents/files. 

Final Production (Forthcoming): Greg Yurek, Larry Masur, and Stuart Karon backup tapes (back to 
1/1/06); Jim McGuire and John Uiliman emaii archives; Linda Taylor, Angelo Santamaria, Nancy 
Henderson, Joe McNamara documents/files. 

(3) I will bring a copy of the calendar with me on Monday for your review. Shall we plan on 1 1 am or 
do you want to suggest another time? 

Please let me know if you have any further questions. 

Best, 

Jay 

Jay P. Unwitz 
WilmerHale 

1875 Pennsylvania Avenue NW 
Washington, DC 20006 USA 
+1 202 663 6880 (t) 

+1 202 663 6363 (f) 
jay. urwitz@wilmerhale.com 


This emaii messaoe and any attachments are being sent by Wllmer Cutler nckwino Hate and Dorr LLP, are oonlidantial, and may be pfivne^jad. If you are not fire 
intended recipiiMit, ptease nodfy us Immediately - ^ repaying to this message or by sending an emai! to oostmasterfflsii^mefhaie.com - and destroy all c^^s of 
this message and any attachmenhi. Thank you. 


For more informatiwi about WilmerHale. piesse vi^ us at 


1 nn/onm 
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LEXSTAT21USC 360(H) 

UNITED STATES CODE SERVICE 
Copyright © 2(K)7 Matthew Bend^ & Conipany, Inc., 
one of the LEXIS Publishing (IM) companies 
All rights reserved 

*** CURRENT THROUGH P.L. 1 10-80, APPROVED 8/13/2007 *** 

TITLE 21. FOOD AND DRUGS 

CHAPTER 9. FEDERAL FOOD. DRUG. AND COSMETIC ACT 
DRUGS AND DEVICES 
DRUGS AND DEVICES 

Go to riie United States Code Service Archive Directory 

21 uses §360 

§ 360. Registration of producers of drugs and dtwicts 

(a) Dejfinitions. A^ used in this section— 

(1 ) the tmn "manufacture, preparatioa, propagation, conq^ounding. or processing" shall include repackaging or oth- 
erwise changing the container, wrapper, or labeling of any drug package or package device in furthaance of the distri^. ^ 
bution of the drug or device from the original place of manufacture to the person who makes final delivray or sale to the 
ultimate consumer or user; and 

(2) the term "name" shall include in the case of a partnership the name of each parted and. in tlte case of a corpora- 
tion, the name of each corporate officer and director, and tiie State of incorporation. 

(b) Annual registration. On or before December 31 of each year every person \^o owns or operates any establishment 
in any State engaged in the manufacture, preparation, propagation, compounding, or processing of a drug or drugs or a 
device or devices shall register with the Secretary his name, places of business, and all such establishments. 

(c) New producers. Every person upon first engaging in the manufacture, preparation, propagation, compounding, or 
processing of a drug or drugs or a device or devices m any establishment which be owns or operates in any State shall 
immediately register with the Secretary his name, place of business, aiKl sudi establishment 

(d) Additional establishments. Every person duly regist^ed in accordance with the foregoing subsections of this section 
shall immediately register with the Secretary any additional establishment whidb he owns or operates in any State aiui in 
which he begins the manufacture, preparation, propagation, con^unding, or processing of a (^g or drugs or a device 
or devices. 

(e) Registration number; uniform system for identification of devices intended for human use. The Secretary may as- 
sign a re^stration number to any person or any establishment registered in accordance with tiiis section. The Secretary 
may also assign a listing number to each drug or class of drugs listed undn^ subsection (j)> Any number assigned pureu- 
ant to tile pr^teding seotence shall be the same as that assigned pursuant to the National Drug Cc^e. The Secretary may 
by regulation prescribe a uniform system for the identification of devices intended for human use and may recpiire that 
persons who are required to list siuih devices pursuant to subsection (|) shall list such devices in accordance with such 
system. 

(f) Availability of registrations for inspection. The Secretary shall make available for inspection, to any p^son so re- 
questing, any registration filed pursuant to this section; excejn that any list submitted pursuant to paragraph (3) of sub- 
section (j) and tile information accompanying any list or notice filed under paragraph (1) or (2) of that subsection sl^ 
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be exeispt from such inspection unless the Secretary finds that such an exeniption would be inconsistent with protection 
of the public health. 

(g) Bcclusions from application of section. The foregoing subsections of this section shall not apply to~ 

(1) pharmacies which maintain establishm^ts in conformance with any applicable local laws regulating the practice 
of pharmacy and medicine and which are regularly engaged in dispensing prescription drugs or devices, upon prescrip- 
tions of practition^ licensed to administer such drugs or devices te patients und^ the care of such practition^ in the 
course of their professional practice, and which do not manufacture, prepare, propagate, conqK)uiid. or proc^ drugs or 
device for sale oth^ than in die regular course of their business of dispeming or selling drugs or devices at rmil; 

(2) practitionm licensed by law to prescribe or administer drugs or devices and who manufacture, prepare, propagate, 
compound, or process drug^ or (tevices sol^y for use in the course of their professional practice; 

(3) persons who n^ufacture, prepare, propagate, conqiound. or process drugs or devices solely for use in research, 
teaching, or chemical analysis and not for sale; 

(4) any distributor who acts as a wholesale distributor of devices, and who does not manufacture, repaclcage, process, 
or relabel a derice; or 

(5) such odier classes of persons as the Secretary may by relation exempt from the application of this section upon a 
finding that registration by such classes of persons in accordance with diis section is imt necessary for the protection of 
the public health. 

In this subsection, the t^m "wholesale distributor” means any person (oth«' than the manufacture or die initial im- 
porter) distributes a device from the original place of manufacture to the peson who makes the final delivey or 
sale of the device to the ultimate consumer or use. 

^mnspection of premises. Evey establishment in any State registered with the Seeetaiy pursuant to this section sluill 
^j^biect te insftection pursuant to section 704 [21 USCS § 374] and every such establishment engaged in the manufac- 
ture, propagation, con^tmding, or processing of a drug or drugs or a device or devices classified in class n or ID shah 
be so inspected by one or more officers or employees duly designated by the Secretary, or by pasons accredited te con- 
duct inspections under section 704(g) [21 USCS § 374{g}], at least once in tiie two-year period beginning witii die date 
of registretion of such establishment pursuant to this section and at least once in every successive two-year pmod titere- 
after. 

(i) Registration of foreign establishments 

(1) On or before December 3 1 of each year, any establishment within any foreign country engaged in die manufecture, 
pr^aratioD, propagation, compounding, or processing of a drug or a device that is imported or offered for import into 
die United States shall, through electronic means in accordance with the criteria of the Secretary, register with the Sec- 
retary the name and place of business of the establishment, the name of the United States agent for the establishntent, 
die mime of each in^rter of siteh drug or device in the United States diat is known to the establishment, and the name 
of each pnson who imports or offers for inqiort such drug or (tevice to die United States for purposes of inqiOTtation. 

(2) The establishment shall also provide the information required by subsection (j). 

(3) The Secretary is authorized to enter into cooperative arrangements with officials of foreign countries to ensure diat 
adequate and effective means are available for purposes of determining, from time to time, whether drugs or devices 
manufactured, prf^arol, propagated, conqiounded, or i^ocessed by an establishment described in paragraph (1), if im- 
ported or offo^ for inqtoit into the Unit^ States, sh^ be refused admission on any of the ground set forth in section 

801(a) [2/ USCS 

(j) Filing of lists of drugs and derices manufactured, prepared, propagated and con^unded by registrants; statements; 
accompanying disclosures. 

( 1 ) Every person who register with the Saretary under subsection (b), (c), (d), or (i) shall, at the time of registration 
undo^ such subsection, file with the Secretary a list of all drugs and a list of all devices and a brief statement of the basis 
for believing that each device included in the list is a device rather than a drug (with each drug and device in each list 
listed by its established name (as defined in section 502(e) [21 USCS § 352(e)]) ai^ by any proprietary name) which are 
being manufacuired, prepared, prepagated, compounded, or processed by him for comm^cial distribution aiKl which he 
has not included in any list of dru^ or devices ^ed by him with the SKnetary under this paragraph or paragraph (2) 
before such time of registr^on. Such list shall be prepared in such form and manner as the Secretary may {nescril^ and 
shall he accompanied by— 
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(A) in the case of a drag or device contained in die applicable list and subject to section 505 or 512 [21 USCS § 355 
or 360b] or a device intended for human use contained in the ^plicable list with respect to which a poformance stan« 
dard has been established under section 514 [21 VSCS § 360dl or which is subject to section 515 [21 USCS § 360e], a 
reference to the authority for the marketing of such drag or device and a copy of all labeling for such drag or device; 

(B) in the case of any other drag or device contained in an applicable list-- 

(i) which drug is subject to s«tion 503(b)(1) [21 USCS § 353(bXl)], or which device is a restricted device, a copy 
of all labeling for such drag or device, a r^resentative sampling of advisements for such drag or devi(^, and, upon 
rccpiest made by the Secretary for ^od cause, a copy of all advertisements for a particular drug product or device, or 

(ii) which drag is not subject to section 503(b)(1) [21 USCS § 3S3(b)(l)] or which device is not a restricted device, 
the label and package insert for such drag or device and a representative sanipling of any other labeling for such drug or 
device; 

(C) m the case of any drag contained in an applicable list which is described in subparagraph (B), a quantitative 
listing of its active ingredient or ingredients, except that with respect to a particular drag product the Secretary may re- 
quire the submission of a quantitative listing of all ingredients if he finds that such submission is necessary to carry out 
die purposes of this Act [21 USCS §§ 301 et seq.]; and 

(D) if the registrant filing a list has detennined that a particular drug product or device contained in such list is not 
subject to section 505 or 512 [21 USCS § 355 or 360b], or the particular device contained m such list is not subject to a 
performaBce standard established under section 5 14 [21 USCS § 360d] or to section 5 IS [21 USCS § 360€] or is not a 
restricted devicef,) a brief statement of the basis upon which the registrant made such determination if the Secretary 
requests such a statmnent with respect to that particular drug product or device. 

(2) Eadi person who registers with the Secretary under tiiis section shall r^it to the Secretary once during the month 
of June of each year and once during the month of December of each year tiie following infonnation: 

(A) A list of each drug or device introduced by the registrant for commercial distribution wMcb has not been in- 
clmied in any list previously fil^i by him with the Secretary under this subparagraph or paragraph (1) of Ms subsection. 
A list under this subparagraph shall list a drug or device by its established name (as defined in section 502(e) [21 USCS 
§ 352{e)]) and by any proprietary name it may have and shall be accompanied by the other infonnation required by 
paragraph (1). 

(B) If since the date the registrant last made a report under this paragraph (or if he has not made a report und^ Ms 
paragraph, since the effective date of Ms subsection [effective Feb. 2, 1973]) he has discontinued the manufacture, 
preparation, piopagatiofu compounding, or processing for commercial distribution of a drag or device included in a list 
fil^ by him under subparagraph (A) or paragraph (1); notice of such discontinuance, the date of such discontinuance, 
and the identity (by established name (as defined in section 502(e) [21 USCS § 352(e}]) and by any proprietary name) of 
such drag or device. 

(C) If since the date the registrant reported pursuant to subpara^aph (B) a notice of discontinuance he has resun^ 
the manufacture, preparation, propagation, conq)ounding, or processing for commercial distribution of the drag or de- 
vice with i^pect to vMch such notice of discontinuance was reported; notice of such resumption, the date of such re- 
sumption. the identity of such drag or device (each by established name (as defined in section 502(e) [2/ USCS § 
352(e)]) and by any proprietary mune), and the other information required by paragraph (1), unless die registrant has 
previously rq>orted sudi resumption to the Secretary pursuant to this subparagraph. 

(D) Any material change in any information previously submitted pursuant to this paragraph or paragraph (1). 

(3) The Secretary may also require each registrant und^ this section to submit a list of each drag product which (A) 
the re^trant is manufacturing, preparing, propagating, compounding, or processing for commercial distribution, and 
(B) contains a particular ingredient The Secretary may not require the submission of such a list unless he has made a 
finding ttiat the submission of such a list is necessary to carry out the purposes of Ms Act [21 USCS §§ 301 et seq.]. 

(k) Report pr»;eding introduction of devfoes into int^tate commerce. Each person vdio is required to registo: undm: 
this section and who proposes to be^ the Introduction or delivery for introduction into interstate (ximmerce for com- 
mo’dal distribution of a device intended for human use shall, at least ninety days before making such introduction or 
delivery, report to the Secretary or person who is accredited und<^ section 523(a) [21 USCS § 360m(a)] (in such form 
and mannCT as the Secretary shall by regulation prescribc)-- 

(1) the class in which the device is classified u^er section 513 [21 USCS § 360c] or if such person detenmnes that the 
device is not classified und«r such section, a statement of that determination and the basis for such peon's determina- 
tion that the device is or h not so classified, and 

(2) action taken by such pCTSon to conqjly with requirements under section 5 14 or 515 [21 USCS §§ 360d, 360e] 
vdiich are a^licable to foe device. 
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(l) Exen^tion from rqiortmg requirement. A report under subsection (k) is iK)t required for a device intended for hu- 
man use that is exempted from the requirements of this subsection undtf subsection (m) or is widiin a ty|te that has l^en 
classified into class I under section 5 13 [21 USCS § J60c]. The exception established in the preceding sentence does not 
apply to any class I device that is intended for a use which is of substantial importance in preventing impairment of hu- 
man health, or to any class 1 device that presents a potential unreasonable risk of illness or injury. 

(m) List of exempt class n devices; determination by Secretary ; publication in Fed^ai Register. 

(1) Not latex than 60 days afu^ the date of enactment of the Food and Drug Administration Modernization Act of 1997 
[enacted Nov. 21, 1997], the Secretary shall publish in the Federal Register a list of each type of class n device that 
does not require a report und^ subsection (k) to provide reasonable assurance of safety and effectiveness. E^h type of 
class n device identified by Ore Secretary as not requiring the rcport shall be exempt from the requirement to provide a 
report under subs^tion (k) as of the date of the publication of die list in die Federal Register. The Secretary shall pub- 
lish such list on the Intonet site of the Food and Drug AdministiatioQ. The list so published shall be updat^ not later 
than 30 days after each revision of die list by the Secretary. 

(2) Beginning on the date that is 1 day ait^ the date of the publication of a list un<ter this subsection, the Secretary 
may exempt a class n device from the requirement to submit a r^xnt under subsection (k), upon the Secretary's own 
initiative or a {tetition of an interested person, if the Secretary determines that such report is not necessary te assure the 
safety and efiectiveness of the device. The Secretary shall publish in the Federal Register notice of the intent of the Sec- 
retary to exempt the device, or of the petition, and provide a 30-day pmod for public commemt Widiin 120 days after 
the issuance of die notice in die Federal Register, the Secretary sh^ publish an orda in the Federal Register diat rets 
forth the final determination of the Secretary regarding the exemption of the device that was die subject of die notice. If 
die Secretary fails to respond to a petition within 180 days of receiving it, the petition shall be deemed to be granted. 

(n) Review of report; time for determination by Secretary. The Secretary shall review the report required in subsection 
00 and make a detennination under section 513(f)(1) [21 USCS § 360c{f)(])] not later than 90 days after receiving the 
report. 

(o) Reprocessed single-use devices. 

(1) With respect to rqirocessed single-use devices for which reports are required under subsection (k); 

(A) The Secretary shall identify such devices or types of devices for rqmrts under such subsection must, in 
Older to ensure that foe device is substantially equivalent to a predicate device, include validation data, foe types of 
which shall be specified by foe Seoetaiy, regardfog cleaning and sterilization, and functional performance demonstrat- 
ing tiuit the single-use device will remain substantially equivalent to its predicate device after foe maximum number of 
times foe device is reprocessed as intended by foe person submitting foe premarket notification. Within six months after 
enactment of this subsection [enacted Oct 26, 2002], the Secretary shall publish in foe Federal Register a list of foe 
types so identified, and shall revise foe list as appropriate. RQ>orts under subsection (k) for devices or types of devices 
within a type iiu^luded on foe list are, iq>on publication of foe list, required to include such validation data. 

(B) In foe case of each report under subsection (k) that was submitted to foe Secretary before foe publication of the 
initial list undo: subparagraph (A), or any revision thereof, and was for a device or type of device included on such list, 
the i^son who submitted foe r^rt und^ subsection (k) shall submit validation data as described in subparagraph (A) 
to foe Secretary not later than nine months after foe publication of foe list During sudi nine-month period, foe Secretary 
may not take any action under this Act [21 USCS §§ 301 et seq.] against such device solely on foe basis that foe valida- 
tion data for the device have not been submitted to foe Secretary. After the submission of foe validation data to foe Sec- 
retary, foe Secretary may not determine foal the device is misbranded under section 502(o) [2/ USCS § 352(o)] or adul- 
terated mder section 501(f)(1)(B) [21 USCS § 351(f)il)(B)}^ or take action against the device undra section 30I(p) [21 
USCS § 33I(p}] for failure to provide any information required by subsection (k) until (i) foe review is terminated by 
withdrawal of foe submission of the report under subsection (k); (ii) the Secretary finds the data te be acceptable ami 
issues a letter; or (iii) foe Secretary determines that the device is not substantially equival^t to a predicate devicre. U|K}n 
a detramination that a device is not substantially equivalent to a predicate device, or if such submission is withdrawn, 
foe device can no longer be legally marketed. 

(C) hi foe case of a rqport under subsection (k) for a device identified under suli^agraph (A) that is of a for 
which the Secretary has not previously received a report under such subsection, the Secretary may, in advance of revis- 
ing the list under subparagraph (A) to include such type, re^piire that the report include foe validation data specified in 
subparagraph (A). 
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(D) Section 502(o) {21 USCS § 352(o}] applies witti respect to the failure of a report under subsection (k) to include 
validation data required und^ sut^aragraph (A). 

(2) With respect to critical or semi-critical r^rocessed single-use devices that, undar subsection (1) or (m), are exempt 
from the requirement of submitting reports umler subsection (k): 

(A) The Secretary shall identify such devices or types of devices for which such mtemptions should be terminateKi in 
orde^ to provide a reasonable assurance of the safety and effectiveness of the devices. The Secretary shall publish in the 
Federal Register a list of the devices or types of devices so identified, and shall revise the list as appropriate. The ex- 
enQ}tion for each device or type included on the Ibt is terminated upon the publication of the list. For each i^rt under 
subsTOtion (k) submitted pursuant to this subparagraph the Secretary shall require the validation data described in para- 
graph C1)(A). 

(B) For each device or type of device included on the list under subparagraph (A), a r^rt under subsection (k) shall 
be submitted to the Secretary not lah» than 15 months afit^ the publication of the inkial list, or a revision of the list, 
whichever terminates the exen^tion for the device. During such IS-month pniod, the Secretary may rmt take any action 
under this Act [21 USCS §§ 301 et seq.] against such device solely on the basis that such r^rt has not been submitted 
to the Secretary. After the submission of the report to the Secretary the Secretary may iK>t determine that the device is 
misbranded under section 502(o) [21 USCS § 352(o)] or adulterated under section 501(f)(1)(B) [21 USCS § 
351(f)(1)(B)], or take action against the device under section 301(p) [21 USCS § 331(p)] for failure to provide any in- 
formation retired by subsection (k) until (i) the review is terminated by withdrawal of the submission; (ii) the Secre- 
tary detemuites by order that the device is substantially equivalent to a predicate device; or (Ui) the Secretary deter- 
mines by ordsr that the device is not substantially equivalent to a predicate device. Upon a determination that a device is 
not substantially equivaluit to a predicate device, the device can no longer be legally marketed. 

(C) fo the case of semi-critical devices, the initial list und^ subparagraph (A) shall be published not later than 1 8 
months after the effective date of this subsectioa In the case of critical devices, the initial list under such subparagraph 
shall be published not later than six months after such elective date. 

(D) Section 502(o) [21 USCS § 352(o)] applies with respect to the failure to submit a report umier subsection (k) 
toat is required pursuant to subparagraph (A), including a failure of the report to include validation data required in such 
subparagraph. 

(E) The tmnination under subparagraph (A) of an exemption under subsection 0) or (m) for a critical or semi- 
crided rqjrocessed single-use device does not terminate the exemption under subsection (1) or (m) for tiie original de- 
vice. 

(^) Electronic registration. Registrations under subsections (b), (c), (d), aiul (i) (including the submission of updated 
information) shall be submitted to the Secretary by electronic means, upon a fmding by foe Secretary tbat foe dectronic 
receipt of such registrations is feasible, unless foe Secretary grants a request for waivs- of such requirement because use 
of electronic means is not reasonable for the person requesting such waiver. 

HKTORY: 

(June 25, 1938, ch 675, Ch. V, Subch A, § 510, as added OcL 10, 1962. P.L. 87-781, Title HI, § 302, 76 Stat 794; 

July 15, 1965, P.L. 89-74, § 4, 79 Stat 231; Oct 27, 1970, P.L. 91-513, Title U, Part G. § 701(c), 84 Stat 1282; Aug. 

16, 1972, P.L. 92-387. § 3, 86 Stat 506; May 28, 1976, PX. 94-295, § 4(a). 90 Stat. 579; Jan. 4. 1983, P.L. 97-414, § 
2(b). 96 Stat 2051; Nov. 21, 1997, PX. 105-115, Title I. Subtitle B. § 125(a)(2)(C). Tide H. §§ 206(a). 209(a), 213(b), 
Title rv. § 417, 1 1 1 Stat 2325, 2338, 2341, 2347, 2379; June 12. 2002, PX. 107-188, Title III, Subtitle B, § 321(a), 116 
Stat 675; Oct 26. 2002, P.X 107-250, Title H. §| 201(e), 207. 211, Tide m, § 302(b), 1 16 Slat 1609, 1613, 1614, 
1616; April 1, 2004, P.L. 108-214, § 2(c)(2). 118 Stat 576.) 

HISTORY; ANCILLARY LAWS AND DIRECTIVES 


References in text 

The "effective date of this subsection", ref^ed to in subsec. (o)(2)(C), probably means the date of enactment of Act 
Oct. 26, 2002, P.L. 107-250, which added such subsection. 
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Explanatory notes: 

The bracketed comma has been inserted in subsec. (jXlKD) as the punctuation probably intended by Congress. 


Amendments: 


1965. Act July 15, 1965 (effective 2/1/66 and applicable as provided by § 11 of such Act, which appears as 21 USCS § 
321 note), in subsec. (a), redesignated former para. (2) as para. (3), and added para. (2) whiich read: "The twm 'whole- 
saling, jobbing, or distributing of dq)ressant or stimulant drug to any person who is m)t the ultimate user or consumer or 
such drug;"; in subsecs, (b) aid (c), inserted "or in the vdiolesaling. jobbing, or distributing of any dqness^t or stimu- 
lant drug" following "drug or drugs", and added "If any such establishment is engaged in the manufachire, prq)aration, 
propagation, compounding, or processing of any such depressant or stimulant drug, such person shall, at the time of 
such registration, indicate such fact, in such mann^ as the Secretary may by regulation prescribe." following "estab- 
lishments." and "cstablishmait", respectively; and, in subscc. (d), designated the existing provisions as para. (1), and in 
para. (1) as so designate, ddeted Qie concluding period, inserted "or the wholesaling, jobbing, or distributing of any 
depressant or stimulant drug. If any depressant or stimulant drug is manufactured, prepared, propagated, con^unded, 
or processed in such additional establishment, such person shall, at the time of such registration, indicate such ^t. in 
such manner as the Secretary may by regulation prescribe." following "devices", and added para. (2), which read: 
"Ev^ person wlu> is registered with the Secretary pursuant to the first sentence of subsection (b) or (c) or paragraph (1) 
of titis subsection, but to whom the second sentence of subsection (b) or (c) or of paragraph (1) of tiiis subsection did 
not apply at the time of sudi registration, shall, if any depressant or stimulant drug is thereafter manufactured, prepared, 
propagated, compounded, or processed in any establishment with respect to which he is so registered, immediately file a 
supplement to such registration with the Secretary indicating such fact, in such mann^ as the Secretary may by regula- 
tion prescribe.". 


1970. Act Oct 27, 1970 (e:^tive on the first day of tim seventh calendar month beginning after the day immediately 
preceding enactment on Oct 27, 1970, as provided by § 704 of such Act which appears as 21 USCS § 801 note), in 
subsec. (a), in para. (1), inserted "and" following the conclrniing semicolon, delet^ para. (2) as added by Act July 15, 
1965, and redesignated former para. (3), as redesignated by such Act July 15, 1965, as para. (2); and in subsecs. ^), (c), 
and (d), deleted the matter insetted by Act July 15, 1965; see the 1965 Amendntent note. 


1972. Aug. 16, 1972 (effective on the first day of the sixth month beginning after enactment as provided by § 5 of 
such Act, which appears as a note to this section), in subsec. (e), inserted the sentences begmning "The Seovtary may 
also . . and "Any number assigned . . in subsec. (f), Insoted except that any list submitted pursuant lo paragraph 
(3) of subsection ^) and die information accompanying any list or notice filed under paragraph (1) or (2) of that subsec- 
tion shall be exeunt from such inspection unless the Secretary finds that such an exemption would be inconsistenit with 
protection of the public health" ; in subsec. (i). inserted "shall require such establishment to provide the information re- 
quired by subsec. (}) and"; and added subsec. (j). 


1976. Act May 28, 1976, in subsec, (a)(i), inserted "or device package", "or device", and "or usct" in subsecs, (b), (c), 
and (d), added "or a device or devices" whenev^ appearing; in subsec. (e), added the sentence beginning "The Secretary 
may by regulation . . in subsec. (g), in paras. (1). (2), and (3), inserted "or devices" vdierever appearing; in subsec. 
(h), inserted "tveiy such establishment engaged in the manufacture, propagation, compounding, or processing of a drug 
or drugs or of a device or devices classified in class H or m"; in subsec. (i), inserted ", or a device or devices" following 
"drug or drugs", ins»ted "shall require such establishment to provide the information required by subsection (j) in tiie 
case of a device or devices and" and inserted "or devices" following "drugs"; in subsec. (j), in para. (I), in the introduc- 
tory matter, substituted "a list of all drugs and a list of all devices and a brief stetememt of the basis for believing that 
each device ixK^luded in the list is a device rather than a drug (with each drug and device in each list listed by its estab- 
lished name" for "a list of all drugs (by established name" and substituted "drugs or devices filed" for "drugs filed", in 
subpara. (A), substituted "the ai^licable list" for "such list", inserted "or a device intended for human use contained in 
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the applicable list with respect to which a performance standard has been established under section 514 or which is sub- 
ject to section 515,", and inserted "or device" following "such drug" wherever appearing, in subpara. (B), in the intro- 
ductory mat^, substituted "drug or device contaiitod in an applicable list" for "drug contained in such list" and subsd- 
toted els. (i) and (ii) for ones which read: 

"(i) wMch is subject to section 503(b)(1) a copy of all labeling for such drug, a representative sampling of adver- 
tisements for such dmg, and, upon request made by the Secretary for good cause, a copy of all advertisements for a par- 
ticular drug product, or 

"(ii) which is not subject to section 503(b)(1), the label and package inswt for such drug and a representative sam- 
pling of any other labeling for such drug;". 

Such Act Anther, in subsec. (j), in para. (1), in subpara. (C), substituted "an applicable list" for "such list", in subpara. 
(D), substituted "a list" for "die list", inserted "or the pardoilar device contained in such list is not subject to a perform- 
ance stamlard established under section 5 14 or to section 515 or is not a restricted device", and insert "or device" fol- 
lowing "particular drug product" whCTever appearing, in para. (2), in subparas. (A) and (B), inserted "or device" wha-- 
ever appearing, and in subpara. (C), ins^ted "or device" wherever appearing and ins^ed "eadi" preceding "by estab- 
lished nante"; and added subsec. <k). 


1997. Act Nov. 21, 1997, in subsec. (j)(l), in subparas. (A) and (D), deleted ", 506, 507," following "505", 

Such Act further (effective 90 days after enactment, as provided by | 501 of such Act, which appeam as 21 USCS § 
321 note), in subsec. (g), redesignated para. (4) as para. (5), 2 ulded new para. (4), and added toe concluding matter; sub- 
stituted subsec. (i) for ozms which read: "(i) Foreign establishments. Any establishment within any foreign country en- 
gaged in toe manufacture, pr^aration, propagation, compounding, or processing of a drug or drugs or a device or de- 
vices shall be permitted to register under this section pursuant to regulations promulgated by toe Secretary. Such regula- 
tions shall require such establishment to provide toe information required by subsection (j) and shall require such estab- 
lishment to provide the informaUon required by subsection (j) m toe case of a device or devices and shall mclude provi- 
sions for registration of any such establishment upon condition that adequate and effective means are available, by ar- 
rangement with the govonment of such foreign country or otoerwise, to enable the Secretary to determine from time to 
time whether drugs or devices manufactured, prepared, propagated, conq>ounded, or processed in such establishment, if 
inerted or offered for import into the United States, shall be refused admission on any of the grounds set forth in sec- 
tion 801(a) of tois Act"; in subsec. (k), in the introductory matter, inserted "or person who is accredited under section 
523(a)"; and added subsecs. (!)*(&)• 


2002. Act June 12, 2002 (effective upon toe expiration of toe 180-day period beginning on enactment as provided by § 
321(c) of such Act which appears as 21 USCS § 331 note), in subsec. (i)(l), substituted "On or before December 31 of 
e^h year, any establishment" for "Any establishment”, and substituted "shall, through electronic means in accordance 
with toe critaia of the Secretary, register with toe Secretary the name and place of business of toe establishment toe 
name of the United States agent for toe establishment the name of each importer of such drug or device in the United 
States that is known to toe establishment, and toe name of each person who imports or offers for import such drug or 
device to the United States for purposes of importation." for "shall register with toe Secretary toe name and place of 
business of the establishmrat and toe name of toe United States agent for toe establishment”; and. in subsec. (})(1), in 
the introductory mattw, substituted "(d), or (i)" for "or (d)". 

Act Oct 26, 2002, in subsec. (h), ins^ted ", or by persons Moedited to conduct inspections undor section 704(g),"; in 
subsec. (m)(l), added the sentence beginning "The Sec^etaiy shall publish . . and added subsecs, (o) and (p). 


2(X)4. Act April 1, 2CK)4, in subsec, (o). in para. (1)(B), substituted "or adulterated" for ", adulterated", and, m para. (2), 
in subpara. (B), substituted "or adulterated" for ", adultwated", and, in subpara. OE), substituted "semi-critica!" for 
"semicritical". 


Redesignation: 
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This section, enacted as part of Chapter V of Act June 25, 1938, ch 675, i^ame part of Subchaptw A of such CfaaptCT 
as the result of the amtmdment made by § 2(b) of Act Jan. 4. 1983, P.L. 97-414, which inserted the Subchapter A hew- 
ing preceding § 501 of Act June 25. 1938, ch 675 (22 USCS § 352). 


Othe^ provisions: 

Congressional declaration of need for registration and inspection of drug establishm^ite. Act Oct. 10, 1962, P.L. 
87-781, Title III, § 301, 76 Stat. 793, provided: "The Congress hereby finds and declares that in ordter to make regula- 
tion of interstate commerce in drugs effective, it is necessary to provide for registration and impection of ail establish- 
ments in which dni^ are manufacnired, prepared, propagat^, compounded, or processed; that the products of all such 
establishments are likely to enter the channels of interstate commerce and directly affect simh commerce; and that the 
regulation of intestate commerce in drugs without provision for registration and inspection of establishments that may 
be engaged only in intrastate commerce in such drugs would discriminate against and dqpress interstate commerce in 
such drugs, and adversely burden, obstruct, and affect such interstate commerce.”. 

Registration of certain persons owning or operating drug establishmente prior to Oct 10, 1962. Act Oct. 10, 
1962, P.L. 87-781, Title IH, § 303, 76 Stat. 795, provided that any person who, on the day immediately preceding en- 
actment on 0:t. 10, 1962, owned or operated an establishment which manufactured or processed drugs, registered be- 
fore the fust day of the seventh month foUowing October, 1962, would be deemed to be registered in accordance with 
subsec. (b) of tUs section for the calendar year 1962 and if registered within this p^od and effected in 1963, be deemed 
in compliance for that calendar year. 

Act Oct. 27, 1970; savings provisions. For a provision that the amendment by Act Oct. 27, 1970 should not affect or 
abate prosecutions or civil actions commenced prior to the effective date and pending administrative proceedings, see 
Act Oct. 27. 1970, P.L. 91-513, Tide H, Part G. § 702, 84 Stat 1283, which appears as 22 USCS § 322 note. 

Declaration of poUcy of Drug Listing Act of 1972 [2J USCS §§ 331, 355, 36(f\. Act Aug. 16. 1972, P.L. 92-387, § 

2, 86 Stat 559, provided: "The Federal Government which is responsible for regulating drugs has no ready n^ans of 
determining vihat drugs are actually being manufactured or pack^ by establishments registered under the Fed^al Foexi, 
Drug, and Cosmetic Act [21 USCS §§ 302 et seq.] except by periodic inspection of such registered establishments. 
Knowledge of which particular drugs are being manufactured or packed by each registered establishment would sub- 
stantially assist in the enforcement of Federal laws requiring that such drugs be pure, safe, effective, and properly la- 
beled. I^rmation on the discontinuance of a particular drug could s^e to alleviate the burden of reviewing and im- 
plementing ^orcement actions against drugs which, although commercially discontinued, remain active for regulatory 
purposes. Information on the type and number of different drugs being manufactured or packed by drug establishments 
could permit moro effective and timely regulation by the agencies of the Federal Government responsible for regulating 
drugs, including identification of which drugs in interstate commerce are subject to section 505 or 507 [21 USCS §§ 

355, 357}, or to other provisions of the Federal Food, I>rug, and Cosmetic Act [22 USCS §§ 302 ct seq.).". 

Elective date of Ai^. 16, 1972 amendments. Act Aug. 16. 1972, P.L. 92-387, § 5. 86 Stat 562. provided: "The 
amendments made by tiiis Act [amending this section ami 21 USCS §§ 331 and 335 and adding notes to tins section] 
shall take effect on tlto first day of the sixth month beginning after the date of enactment of this Act.”. 

NOTES: 

Code of Federal Regulations: 

Food and Drug Administration, Department of Health and Human Services— Product jurisdiction, 21 CFRPart3. 

Food and Drug Administration, Dq^artment of Health and Human Services-CivU money penalties hearings, 21 CFR 
Part 17. 

Food and Drug Administration, Department of Health and Human Services-Mutual reco^tion of pharmaceutical 
good manufactiiiing practice reports, medical device quality system audit reports, and c^tiun medical device product 
evaluation reports: United States and the European Community, 21 CFR Part 26. 

Food and I^g Administration, I^artment of Health and Human Services-Protection of human subjects, 21 CFR 
Part 50. 

Food and Drug Administration, Departmrat of Health and Human Services-Financial disclosure by clinical investiga- 
tois, 21 CFR Part 54. 

Food and Drug Administration, Department of Health and Human ScTvices—Institutional review boards, 21 CFR Part 
56. 
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Food and Drug Administration, Departmwit of Health and Human SCTvices-Good laboratory practice for nonclinical 
laboratory studies, 21 CFRPart58, 

Fbod and Drug Administration, Dqpartment of Health and Human Sravices—Color additive petitions, 21 CFR Part 71. 

Food and Drug Administration, Department of Health and Human Services-Dissemination of information on unap- 
proved/new uses for marketed drugs, biologies, and device, 21 CFR Part 99. 

Food and Drug Administration, Department of Health and Human Services-Fbod additives permitted in food or in 
contact with food on an interim basis pending additional study, 21 CFR Part 1 80. 

Food and Drug Administratioa, Department of Health and Human Services-Labeling, 21 CFR Part 201 . 

Food and Drug Administration, Department of Health and Human Services— description drug marketing, 21 CFR 
Part 203. 

Food and Drug Administration, Department of Health and Human Services-Registration of producers of drugs and 
listing of drugs in commercial distribution, 21 CFR Part 207. 

Food and Drug Administration, Department of Health and Human Scrvices-Medication guides for prescription prod- 
ucts, 21 CFR Part 208. 

Food and Drug Administration, Department of Health and Human Services-Current good manufacturing pr^tice for 
medicated f^s, 21 CFR Part 225. 

Food and Drug Administration, Department of Health and Human Services-Over-thc-counter (OTC) human drugs 
which are generally recognized as safe and effective and not misbranded, 2 1 CFR Part 330. 

Food and Drug Administration, Department of Health and Human Services— Antacid products for over-the-counter 
(OTC) human use, 21 CFR Part 331. 

Food and Drug Administration, Department of Health and Human Services— Antiflatulent products for over-the- 
count^ human use, 21 CFR Part 332. 

Food and Drug Administration, Department of Health and Human Services— Topical Antimicrobial drug products for 
over-the-counter human use, 21 CFR Part 333. 

Food and Drug Administration, Department of Health and Human Services— Antidiarrheal drug products for over-the- 
counter human use, 21 CFR Part 335. 

Food and Drug Administration, Dqjartment of Health and Human Services- Antiemetic drug products for over-the- 
counter human use. 2 1 CFR Part 336. 

Food and Drug Administration, Department of Health and Human Services-Nighttime sleep-aid drug products for 
over-dte-counter human use, 21 CFR Part 338. 

R>od and Drug Administration, Department of Health and Human Services-Stunulant drug products for over-die- 
countei human use, 21 CFR Part 340. 

Food and Drug Administration, Department of Health and Human Services-Cold, cough, allergy, bronchodilator. and 
antiasthmatic drug products for over-the-counter h uman use, 21 CFR Part 341. 

Food and Drug Administration, Department of Health and Human Sorvices-Intemal analgesic, antipyretic, and antir- 
heumatic drug products for ov«-the-countcr human use, 21 CFR Part 343. 

Food and Drug Administration. Department of Health and Human Services-Topical otic drug products for ovn-the- 
counter human use, 21 CFR Part 344. 

Food and Drug Administration, D^artment of Health and Human Services— Anorectal drug products for over-the- 
counter human use. 21 CFR Fart 346. 

Fbod and Drug Administration, Department of Health and Human S^vices— Skin protectant drug products for ov^- 
flie-counto' human use, 21 CFR Part 347. 

Food and Dn^ Administration, Department of Health and Human Services-Extemal analgesic drug products for 
over-the-countes’ human use, 21 CFR Part 348. 

Food and £^g AdministratioDi, Department of Health and Human Services— Ophthalmic drug products for o^^-the- 
counter human use, 21 CFR Part 349. 

Food and Drug Administration, Department of Health and Human Services- Antiperspirant drug products for over- 
die-counter human use, 21 CFR Part 350, 

Food and Drug Administration, Department of Health and Human Services-Sunscreen drug products for over-the- 
counter human use, 21 CFR Fart 352. 

Food and Drug Admimstration, D^artment of Health and Human Services— Anticarics drug products for over-die- 
countCT human use, 21 CIR Part 355. 

Food and Drug Administration, Department of Health and Human Services-Miscellaneous internal drug products for 
ovCT-the-countar human use, 21 CFR Part 357. 
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Food and Drug Administration, Department of Health and Human Services-Miscellaneous externa! drug products for 
ova-the-counter h uman use, 21 CFR Part 358. 

Food and Drug Administration, Department of Health and Human Services-Prescription drags for human use gener- 
ally recognized as safe and effective and not misbranded: drugs used in research, 21 CFR Part 361. 

Food and Drag Administration, Department of Health and Human Services--Ncw animal drug^, 21 CFR Part 510. 

Food and Drug Administration, I^partment of Health and Human Services-New animal drugs for investigational use, 
2iCFRPart511. 

Food and Drag Administration, Department of Health and Human Serviccs-Oral dosage form new animal drags, 21 
Oil Part 520. 

Food and Drug Administ^on, E^artment of Health and Human Seayices—Food additive {etitions, 21 CFR 
571. 

Food ^d Drag Administration, Department of Health and Human Services-Biologicai products; general, 21 CFR 
Part 600. 

Food and Drag Administration, Department of Health and Human Services-Licensing, 21 CFR Part 601. 

Food and Drag Administration, Department of Healdi and Human Services-Cuirant good manufacturing practice for 
blood and blood components, 21 CFR Part 606. 

Food and Drug Administration, Department of Health and Human S^ices»Establishment registration and product 
listing for manu facturers of human blood and blood products, 21 CFR Part 607. 

Food and Drug Administration, Department of Health and Human ServiceS'-General biological products standards, 21 
CFR Part 610. 

Food ami Drag Administration, Dq^artment of Health and Human Services-General requirements for blood, blood 
components, and blood derivatives, 21 CFR Part 630. 

Food and Drug Administration, Department of Health and Human Services-Additional standards for human blood 
and blood products, 21 CFR Part 640. 

Food and Drug Administration, Department of Health and Human Sovices-Additional standards for diag!U)stic sub- 
stances for laboratory tests, 21 CFR Part 660. 

Food and Drag Administration, Department of Health and Human Services-Additional standards for miscellaneous 
products, 21 CFR Part 680. 

Food and Drag Administration, Department of Health and Human Services— Medical device reporting, 21 CFR Part 
803. 

Food and Drug Administration, Department of Health and Human Services-Medical devices; reports of conrections 
and removals, 21 CFR Part 806. 

Food and Drug Administration, Department of Health and Human Sorvices-Establishment registration and device 
listing for manufacture and initial importers of devices, 21 CFR Part 807. 

Food and Drug Administration, Department of Health and Human Sexvices-In vitro diagnostic products for human 
me, 21 CFR Part 809. 

Food and Drug Administration, Department of Health and Human Services-lnvestigatlonai device exemptions, 21 
CFR Part 812. 

Food and Drug Administration, Department of Health and Human Services-Premarket approval of medical devices, 
21 CFR Part 814. 

Food and Drag Administration, Department of Health and Human Services— Quality system regulation, 21 CFR Part 
820. 

Food and Drug Administration, Department of Health and Human Services-Medical device treking requirem^its, 21 
CFR Part 821. 

Food and Drug Administration, Departmrat of Health and Human Services-Clinical chemistry and clinical toxicol- 
ogy devices, 21 CFR Part 862, 

Food and Drag Administration, Department of Health and Human Services-Hunatology and pathology devices, 21 
CFR Part 864. 

Food and Drug Administration, D^artment of Health and Human Services-hnmunology and microbiology devices, 
21 CFR Part 866. 

Food and Drug Administration, Department of Health and Human Services- Anesthesiology devices, 21 CFR Fart 

868 . 

Food and Drag Administration, D^artment of Health and Human Services-Cardiovascular devices, 21 CFR Part 
870. 

Food and Drag Administration, D^artment of Health and Human S^view— Dental device, 21 CFR Part 872. 



347 


21 uses § 360 


Page 1 1 


Food and I^g Administration, Dq)artmrat of Health and Human Services— Ear, nose, and diroat devices, 21 CFR 
Part 874. 

Food and Drug Admmistration, Department of Health and Human Services— Gastroenterology-urology devices, 21 
CFR Part 876. 

Food and Drug Administration, Department of Hcaltfi and Human Services-Genwal and pls^tic surgCTy devices, 21 
CFR Part 878. 

Food and Drug Administration, Department of Health and Human S^vices— General hospital and personal use de- 
vices, 21 CFR Pan 880. 

Food and Drug Administration, Department of Health and Human Services— Neurological devices. 21 CFR Part 882. 

Food and Drug Administration, Department of Health and Human Services— Obstetrical and gynecological devices, 21 
CFR Part 884. 

Food and Drug Administration, Department of Health and Human Serviccs-Opthalmic devices, 21 CFR Part 886. 

Food and I>nig Admmistration, Departmentof Health and Human Services-Chthopedic devices, 21 CFR Part 888. 

Food and Drug Admmistration, Department of Health and Human Services— Physical medicine devices, 21 CFR Part 

890. 

Food and Drug Administration, Depar tme nt of Health ami Human Services— Radiology device, 21 CFR Part 892. 

Food and Drug Administration, Department of Health and Human Services— Records ami reports, 21 CFR Part 1002. 

Food and Drug Admmistration, Department of Health and Human Services— Performance staiwiards for electronic 
products: General, 21 CFR Part 1010. 

Fbod and Drug Administration, Department of Health and Human Services— Performance standards for microwave 
and radio frequency emitting products, 21 CFR Fart 1030. 

Food and Drug Administration, Department of Health and Human Services— Performance standards for light-emitting 
products, 21 CFR Part 1040. 

Food and Drug Administratioa, Department of Health and Human Services— Performance standards for sonic, infra- 
sonic, and ultrasonic radiation-emitting products, 21 CFR Part 1050. 


Related Statutes & Rules: 

This section is referred to in 27 USCS §§ 331, 352, 353a, 355, 360c, 360e, 360i, 360], 360m, 360bbb-3, 374, 379h, 
379i, 379yll, 379J-12, 381, 384, 1602, 1604, 1605; 42 VSCS § 13951. 


Research Guide: 


Federal Procedure: 

7 Fed Proc L Ed, Consumer ftoduct Safety §§ 16:289, 290. 

13 Fed Proc L Ed, Food. Drugs, and Cosmetics §§ 35:175-178, 235, 236, 262, 290, 308, 348. 


Am Jur: 

25 Am Jur 2d, Drugs and Controlled Substances §§ 104, 107, 133, 239. 


Forms: 

9A Fed Procedural Forms L Ed, Food, Drugs, and Cosmetics (2006) §§ 31:171-176, 178. 


Annotations: 



348 


21 uses I 360 


Page 12 


Federal prosecutions based on manufacture, in^jortation, transportation, possession, sale, or use of LSD. 22 AIM3d 
1325. 


Law Review Articles: 

Legal Aspects of Drug Abuse. 19 Clev StLR€v461, 1970. 

Responsibility of the Food and Drug Administration under Federal Tort Claims Act. 72 Dick L Rev 580, 1967-68. 
Siegner; Davis. The Animal Medicinal Drug Use Clarification Act of 1994: how will it affect FDA's regulation of 
animal drugs? 12 Food Dug Cosm & Med Device L Dig 65, September 1995. 

Prescription or Ethical Drugs: Fallacies as to Warranties, Failure to Warn, and Strict Liability in Tort 21 Food Drug 
Cosm U 599, 1966. 

Page; Munsing. Occupational Health and the Federal Government: The Wages Are Still Bitter. 38 Law & Consemp 
Prob 651, 1973-74. 


Interpretive Notes and Decisions: 

1. C^xu^ally 2. Relationship with other laws 3. Exclusions 


1. Generally 

Under circumstances of case, any violation by manuf^turer of intramedullary supracondylar nail of 21 USCS § 360 
by failing to make propa* filings with FDA, had nothing to do, in and of itself, with safety and effecti\^i»^ss of device as 
such. Knotk V Smith & Nephew Richards (1999, CAS Mo) 195 F3d355, CCH Prod Liab Rep P 15673. 

Defendant's conviction for felony failing to register drug>manufacturing lab with FDA was upheld, where ample 
evidence si^ijKirted conclusion that he acted with intent to defraud or mislead FDA beyond reasonable doubt. United 
States V Ellis (2003, CA4 Va) 326 F3d 550. 

Requirement that medical devices manufactured for commercial distribution be listed with Secretary of Health and 
Human Services is ^plicable to device for which regulations concerning classification name of device ^ve not been 
finalized. United States v Article of Device Consisting of 1,217 Cardboard Boxes (1985, WD Mich) 607 FSupp 990. 

2. ReUtioiislup with other laws 

Provisions of 21 USCS § 360 do not change state-law tort standard that product manufacturer is not guarantor that 
no one will get hurt in using product Knoth v Smith dt Nephew Richards (1^9, CAS Mo) 195 F3d 355, CCH Prod Liab 
Rep P 15673. 

State-law claims of breach of express warranty and fraudulent concealment filed by knee replacement patient 
against medical device manufacturer were iK>t preempted by 21 USCS § 360k(a), part of Medical Device Ajmendm^ts 
to Food, Drug, and Cosmetic Act, 21 USCS §§ 360 et scq.; howver, suppleroentai premarket approval (RMA) process 
for device, unlike notification process under § 360Qc), inposed specific requirements sufficient to trigger preemption 
under § 360k(a) as to state law negligence, strict liability, and l^eacb of inplied warranty claims which would have 
impost safety and effectiveness requirements on device that, if successfiU, would have differed from or inposed addi- 
tional requirements to those requirements established by FDA. Steele v Depuy Orthopaedics. Inc. (2003, DC NJ) 295 F 
Supp 2d 439, 52 UCCRS2d 107. 

Former nune's state law products liability claims against manufacturer of latex gloves vKxe not preempted pursuant 
to 21 uses § 360k(a)i pre-market notification process for latex gloves under 21 USCS § 360(k) did not preempt state 
law tort claims, and Food and Drug Administration manual conc^ning latex glove regulatory requirements was lUDt 
binding regulatioiL Adesina v Aladan Corp. (2006, SD NY) 438 F Supp 2d 329. 

Since makers of medical device ^ed to show that preemption excqption to well-pleaded conplaint rule 

applied to patient's state law tort claiim under Medical Device Ai^ndments of 1976, 21 USCS §§ 36(Hc) et seq., case 
had to be remanded pinsuant to 28 USCS § 1447(c); court was unable to rule on doctor’s motion to dismiss on basis that 
claims examinatioD requirement of La. Rev. Stat. Ann. § 40:1299.47 had not l^en met. Albritton v ABC Corp. (2006. 
MD La) 451 FSupp 2d 839. 
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Unpublished Opinions 

Unpublished: Manufacturer's medical device was not entitled to defect-free presumption und^ Utah Code Arm. § 
78-15-6(3) because approval manufacture received pursuant to Medical Device Amendments of 1976 to Federal Food, 
Drug Md Cosmetic Act, codified at 21 USCS § 360(k)^ that of substantial equivalence to pre-1976 device, did not result 
from its compliance with regulatory standard meeting state's test Tingey v Radionics (2006, CAIO) 2006 US App LEXIS 
20561. 

3. Exclusions 

Under 21 USCS § 360(g)(2) veterinarians may prepare, propagate, coi3:5)ound, or process drugs only from ingredi- 
ents they lawfully acquire and thus may mix drugs available in 1935 and recogni^d as safe and effective or drugs that 
have been approve by FDA where ne^ is great and risk is small, since FDA's reading of its own statute will be ac- 
cepted to extent drere is any doubt and requirement that ingredients be lawfully acquired is implicit in evo? stamte. 
United States v 9/1 Kg. Containers (1988, CA7 lU) 854 F2d 173, cert den (1989) 489 US 1010, 103 LEd2d 181, 109 S 

a 1118 . 

In in rem seizure action alleging friat self-fitting, anti-snoring mouthpiece was adulterated Gass m device und^ 21 
USCS § 351(f)(1)(B), FDA’s decisions w«re to be reviewed by court under arbitrary and capricious standard, ratbs than 
de iK>vo; district court did not err in rejecting manufacture's counterclaims that FDA acted arbitrarily and capriciously 
in refusing to exempt mouthpiece from FDA regulation or to clear pre-market notification of mouthpi^ und«^ 21 
USCS §§ 360(k) and 360c(f)(l)(A)(iiy, nor did district court err in refusing to remand case to FDA to consider whether 
warning label about sleep apnea would be sufficient. United States v Snoring Relief Labs.. Inc. (2000, CA9 Cal) 210 
F3d 1081, 2000 CDOS 3412. 2000 Daily Journal DAR 4641. 

AIDS patient is denied right to be injected with experimental goat-derived neutralizing antibody drug devdoped by 
his doctor, where doctor has not yet acquired FDA approval to use new drug, even though "medical practice exemption" 
of 21 USCS § 360(g)(2) does grant limited exception to "regisTration" requirement for practitionm^ who prepare drugs 
solely for use in their own practice, because assertion that dus exception provides broad-based exemption to all physi- 
cians from requirements of Food, Drug, and Cosmetic Act (21 USCS §§ 301 et scq.) is incorrecL Cowan v United States 
(1998 ND Okia) 5 F Supp 2d 1235. 

Back patient's negligence per se claim based on alleged violation of reguladons under 21 USCS §§ 360 et seq. un- 
d» which Rogozinstd Spinal Rod System was marketed must fail, vdiere FDA does not regulate physician's decision to 
use device for "off-label” use, because patient cannot show that violation of regulations caused her injury since doctor 
admits he knew Rogozinski device had not been approved for insertion of bone screws in vertebral prides, but that he 
relied on his knowledge of medical standard of care and facts of patient's case in recommending surgery. Alexander v 
Smith & Nephew. P.LC. (2000. ND Okla) 98 F Supp 2d 1287. 
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FDA Perspective: 
High Priority Topics & 
Future Directions 

GPhA 2007 Fail Technical Conference 
October 10, 2007 
Deborah M. Autor, Esq. 
Director 

CDER Office of Compliance 


Overview 

■ CDER OC Mission and Vision 

■ FDA Modernization: Drug Quality for the 21®* Century 

■ Trends: Recalls, Manufacturing Sites and Inspections 

■ Foreign Inspections 

■ Raw Material Control 

■ FDA’s Pharmaceutical Ingredient 
Safety Task Force 

■ Bioequivalence Inspections 

■ Postmarketing Adverse Drug Experience (ADE) 
Reporting 

■ Marketed Unapproved Drugs Initiative 
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Mission 


Mission (purpose’) of the CPER Office 


of Compliance: 


■ To promote and protect public health 
through strategies and actions that 
minimize consumer exposure to unsafe, 
ineffective, and poor quality drugs. 


Vision 


Vision (ambition^ of the CPER Office o 


Compliance ; 

■ Through excellence in risk- and science- 
based policy, surveillance, and 
enforcement, we prevent consumer 
exposure to unnecessary risk from drugs 
throughout their lifecycle. 
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FDA Modernization: 

Drug Quality 
for the 21®* Century 


FDA's Quality System Guidance 


■ Result of the CGMP for the 21st Century 
Initiative -finalized August 2006 

■ Encourages the use of modern quality 
management system for science bas^ 
manufacturing 

■ Emphasizes self management of change 

■ Consistent with overall efforts to reduce 
manufacturing supplements - 314.70 revisions 





Pharmaceutical Quality 
Systems ICH QIO 

Three new letters to learn as we approach the 
Desired State for pharmaceutical manufacturing 
in the 21=* Century: 

PQS 

How did we get here? Are there challenges ahead? 





ICH Quality Vision - 2003 

■ A new vision for ensuring product quality 
(Brussels, July 2003) 

■ A harmonized pharmaceutical quality system 
applicable across the Ufa cycle of tne product 
emphasizing an integrated p , pproach to quality 
risk management and science 

■ New ICH guidelines (high level guidelines, 
more visionary, less prescriptive, flexible 
regulatory approaches) 

■ Pharmaceutical Development (Q8) 

■ Quality Risk Management (Q9) 

• Pharmaceutical Quality Systems (PQS) (QIO) 


0 
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Elements of a Robust Quality System 

1. 5c/e/7ce-6a5e«y approaches 

2. Decisions based on understanding product's intended use 

3. Proper identification and control of areas of potential 
process weakness (including raw materials) 

4. Responsive deviation and investigation systems Ihtk. lead to 
timely remediation 

5. Sound methods for assessing risk 

6. Well-defined and designed processes and products, from 
development through entire product life cycle. 

7. Systems for careful analyses ot product quality 

8. Supportive management (philosophically and financially) 

12 
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Drug Recalls 


977 Recalls in FY 2007 (through 9/21) 



Drug Recalls 

Adjusted to account for multiple-recall Incidents 



16 
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Establishment Evaluation Requests 
(EERs) 

■ The FD&C Act provides that FDA may not 
approve an NDA or an ANDA if the facilities and 
controls used for the manufacture of the drug 
are inadequate. 

■ The Office of Compliance serves a role for 
foreign establishments, similar to a district office 

■ The site must be evaluated by Office of 
Compliance \with field input prior to approval on 
a specific PAI or based upon prior CGMP history, 
unless a product specific PAI is warranted. 


Establishment Evaluation Requests 
(EERs) 


■ A recent look on a given day this summer in our 
data base found 231 generic foreign 
facilities pending an inspection. 

■ How will this challenge be met? Will the ability 
to complete timely inspections become a limibng 
factor in an already challenging generic drug 
approval queue? 

■ up-to-date CGMP surveillance inspection results 
can help. 
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Common GMP Deficiencies in 
India FY 2006 



34 
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DEG Contamination 

■ Scope of the Problem: Recurrent DEG poisoning 
worldwide (resulting in hundreds of deaths) 

■ 2006 — Panama 

a 1995-1996— Haiti 

■ 1990-1998 — ^Argentina, Bangladesh, India, and 
Nigeria 

■ 1937 — United States (Elixir Sulfanilamide) 

■ FDA issued guidance in May 2007 t o recommend 
testing and other controls to avoid DEG contamination: 

Guidance for Industry: Testing of Glycerin for 
Diethylene Glycol 

sr 


Guidance on Testing Glycerin 
for DEG 

■ Drug product manufacturers should: 

• Perform a specific identity test and a limit of detection test 
for DEG (the USP limit for DEG is 0.1%) 

• Test all containers of all lots 

■ Use the identity tests described in the USP Glycerin 
Monograph, including the limit test for DEG, or 

• Use an equivalent test, such as the thin-layer 
chromatography method published in the Journal of 
AOAC International Vol. 81, No. 1, 1998 


38 
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Guidance on Testing Glycerin 
for DEG 

How you can prevent use of DEG-contaminated glycerin: 

B Drug product manufacturers should know the supply chain for 
glycerin inciuding the component manufacturer and any 
distributors. Identify reliable suppliers & know the actual source. 

B Manufacturers should ensure proper testing of giycerin for 
DEG and should make personnel aware of the importance of 
testing and the potential hazards if testing is not done. 

B Repackers, and others who distribute and prepare glycerin for use 
in drug products, should test glycerin used, sold for use, or 
intended for use In drug products. 

B Pharmacies that use glycerin in compounding drug products 
should either test the glycerin for DEG content or ensure that such 
testing was properly done by a reliable supplier. 


FDA's Pharmaceutical 
Ingredient 
Safety Task Force 
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Pharmaceutical Ingredient Safety 
Task Force 

■ DEG/glycerin incidents point out potential risks 
within global supply chain for ingredients 

■ should take measures to anticipate and prevent 
similar occurrences with other imported ingredients 

■ FDA formed task force in mid-2007 

■ developed recommended action items 

■ recommendations seem to be aligned with President's 
Interagency Task Force initial recommendations 
regarding import safety publicized this month 

41 


FDA’s Pharmaceutical Ingredient 
Safety Task Force 

■ Task Force convened by ODER'S Office of 

Compliance in May 2007 to; (cont.) 

■ define proactive steps to address risks posed by 
sourcing poor quality, adulterated and 
misbranded pharmaceutical raw materials 

■ and propose other specific ways to enhance 
FDA's oversight of pharmaceutical ingredient 
safety 


42 
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What can drug manufacturers do to 
prevent similar occurrence with any 
pharmaceutical ingredient? 

■ Apply quality systems approach to monitor ingredient supply 
chain integrity 

■ Estsblish a robust supplier qualification program (e.g. audits, quality 
agreements, appropriate ongoing QC of incoming lots) 

« Only do business with trustworthy sources 

■ Verify each ingredient shipment comes from approved 
suppliers/manufacturets 

• Verify shipments came through expected routes and were not 
diverted or tampered with 

■ Isolate ingredients that are suspected of being non-genuine or 
mishandled or perhaps adulterated 

49 


Bioequivalence 

Inspections 


(BE) 


44 





373 


Bioequivalence (BE) Inspections 

■ Verify the quality and integrity of in vivo 
and in vitro biopharmaceutics data 

■ in vivo studies 

■ pharmacokinetic BE studies 

■ focus on 3 components: clinical, analytical, and statistical 

■ clinical endpoint BE studies 

» multi-site studies involving numerous clinical 
investigators 

■ in vitro studies 

■ e.g., study nasal spray drug products for local 
action 

4S 


BE Program Focus 

■ Audit studies pivotal to approval decisions 

■ generic and innovator drug products 

■ PEPFAR applications 

■ expedited review process 

■ many studies conducted outside U.S. 

■ Address ODER reviewer concerns about 
data integrity and study conduct 

■ Investigate complaints 

■ allegations of improper study conduct, fraud 
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Inspectional Oversight 

■ BE program monitors studies from multiple 
sources 

■ contract research organizations (CROs) 

■ sponsor facilities 

■ clinical investigators 

■ academic laboratories 

■ sites within and outside the U.S. 

■ inspections in India increasing 

■ FY02, no BE Inspections In India 

■ Since FY05, ~50 BE Inspections in India 

47 


Problem of Unreliable Data 

■ Some applications contain unreliable data 

■ failure to assure proper dosing 

■ study sample contamination not investigated 

■ failure to assure data accuracy 

■ failure to demonstrate accurate analytical methods 

■ Consequences 

■ FDA rejection of unreliable data 

■ unfavorable application outcome 

■ can affect multiple applications 

4B 
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For example - recent action 

■ Global CRO that conducts pharmacokinetic 
studies for many pharmaceutical companies 

■ Studies over a -l-year period from 2 sites were 
not reliable 

■ These studies now must be audited or repeated, 
or specimens must be re-analyzed 

■ FDA notified affected sponsors 

■ CDER will monitor follow-up to ensure that 
approvals and pending applications reflect valid 
data 


Inspectional Findings 

■ Examples of deficiencies for generic BE 
studies include 

■ failure to follow protocols and SOPs 

■ dosing and reserve sample issues 

■ method not adequately validated 

■ inappropriate analytical run acceptance 

■ inadequate record keeping 

50 
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Goal: Data Quality and Integrity 

■ Adherence to FDA regulations and 
guidance is key 

■ Thoroughly planned and carefully 
executed studies provide the best 
chance for success 

■ Don't ignore problems 

■ follow-up investigations are critical to 
assure suitable study conclusions 


Postmarketing Adverse 
Drug Experience (ADE) 
Reporting 
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Postmarketing Adverse Drug 
Experience (ADE) Reporting 

■ FDA monitors ADE data reporting by 
Rx & OTC firms: 

■ NDA/ANDA holders 

■ Manufacturers, packers, and distributors whose 
names appear on drug labels 

■ Affiliates, marketing partners, and contractors 

■ Compliance assessed through risk-based 
inspections and surveillance of 
submissions 


Postmarketing ADE Reporting 
(cont.) 

■ New FD&C Act requirements for adverse 
event reporting: 

■ Unapproved OTC and Dietary Supplements 

■ Manufacturers, packers, and distributors whose 
names appear on drug labels 

■ Contact information on label 

■ All serious events reported within 1 5 days 

■ Guidance soon, effective December 23, 2007 

■ Monitoring for compliance begins in 
FY2008. 
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Postmarketing ADE Reporting 
(cont.) 

■ FDA reviews: 

■ Submissions 

■ Complete, Accurate, Timely 

■ Postmarketing ADE data 

■ Initial and followup individual event reports 

■ Periodic summary reports 

■ Pharmacovigilance: Surveillance, 
Receipt, Evaluation, & Reporting 

■ Written procedures 

■ Actual performance 

■ Internal QC/QA and Corrective Actions 



28 




379 



Postmarketing ADE Reporting 

Cited Deficiencies by Category/Year: 


Other 


Late WrIhBii Non- 
Reporting Procedurea Reporting 


No 

Followup 


Incomplete 

Inaccurate 


Q 2004 ■ 2005 □ 2006 


Postmarketing ADE Reporting 
(cont.) 

■ Generic Firms should anticipate 
receiving increased postmarket ADE 
data and subsequent FDA monitoring. 
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Regulatory Actions vs. 
Corrective Actions 

■ Regulatory Action: Legal authority to 
act to remove the risk by terminating a 
performance which creates a risk, so 
that the harmful outcome of the 
process is not produced. This may 
stop, but may not correct 
noncompliance. 


Regulatory Actions vs. 
Corrective Actions 

■ Corrective Actions: identification and 
reduction of risk by modifying the 
performance that may create a risk, so 
that the beneficial outcome of the 
process can continue to be obtained. 

■ “Improve the process to improve the 
product” 
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Quality Improvement 

■ Development and Implementation of 
Corporate Quality Assurance and 
Corrective Action can prevent non- 
compliance. 

■ Development and Implementation of 
Quality Assurance and Corrective 
Actions can avert subsequent 
regulatory action. 


Regulatory Meetings 

■ A meeting requested by FDA management to 
inform responsible individuals or firms about 
how products, practices, processes, or other 
activities violate the law 

■ A tool to obtain prompt voluntary compliance 

■ As a follow-up to a Warning Letter (Wb) when firms 
have not corrected all significant violations 

■ To achieve voluntary correction more quickly than 
through written communication or legal remedies 

■ In conjunction with a WL to emphasize the 
significance of violations 
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Marketed Unapproved 
Drugs Initiative 


63 


Marketed Unapproved Drugs 
Initiative 

■ Improve the safety and effectiveness of 
the nation’s drugs 

■ Encourage companies to comply with the 
drug approval process, while minimizing 
disruption to the marketplace 

■ Provide notice that any product that is 
being marketed illegally without approval 
is subject to FDA enforcement at any time 
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Marketed Unapproved Drugs 
Initiative (cont.) 

■ June 2006 — Compliance Policy Guide on 
marketed unapproved drugs explains 
FDA’s risk-based enforcement 

■ Drugs with potential safety risks 

■ Drugs that lack evidence of effectiveness 

■ Fraudulent drugs 

■ Unapproved drugs that directly compete with an 
approved drug 

■ Drugs from firms that otherwise violate the Act 
(e.g., GMP or ADE reporting violations) 

■ Drugs with formulation changes made as a 
pretext to avoid enforcement 


Marketed Unapproved Drugs 
Initiative (cont.) 

Class-Wide Actions: 

■ Hydrocodone Drug Products (September 
2007) 

■ Timed-Release Guaifenesin Drug Products 
(May 2007) 

■ Suppository Products Containing 
Trimethobenzamide (April 2007) 

■ Ergotamine Drug Products - Warning Letters 
(March 2007) 

■ Quinine Sulfate Drug Products (December 
2006) 

■ Carbinoxamine Drug Products (June 2006) ee 
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Marketed Unapproved Drugs 
Initiative (cont.) 

Enforcement Actions - Specific Firms 

■ Syntho/Intermax 

■ GMP violations and unapproved drugs 

■ Consent decree 

■ Pharmakon Labs 

■ GMP violations and unapproved drugs 

■ Court-ordered injunction 

■ PharmaFab 

■ GMP violations and unapproved drugs (lot^ 
history of poor manufacturing practices witti 
repeated failure to institute appropriate corrective 
action) 

■ Consent decree w 


Marketed Unapproved Drugs 
Initiative (cont.) 

■ Education 

■ Comprehensive information available on FDA’s 
Unapproved Drugs web site 

http://vvww.fda.gov/cder/dnjg/unapproved_drugs/defaullhtm 

■ Marketed Unapproved Drugs Workshop 
(January 2007), Docket # 20030-0478 

■ Educated firms (especially small firms) on how to obtain 
approval for their unapproved products 

■ Responded to frequently asked questions 

■ Participants from more than 150 companies 

■ We hope that education and incentives will reduce the 

need for enforcement „ 
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The following information is in response to a request from the House Energy and 
Commerce Committee regarding Drug Import activities conducted by FDA’s 
Office of Regulatory Affairs (ORA) since Fiscal Year (FY) 2002. 

The table below contains excerpts from the FY04-FY08 Congressional 
Justifications, FDA Field Funding by Functional Activity Table (FAT), Human 
Drugs Field Activities only. It shows dollars and FTEs for three import 
categories: Import Laboratory Analyses, Pre- and Post-market Foreign 
Inspections, and Import Inspections, which include Prior Notice Center security 
reviews, entry reviews, field exams and other at-the-border activities. Foreign 
inspections are included because they are considered to be another activity that 
ORA performs to detennine admissibility of products into the United States. 

Each fiscal year also has a “Total” column for both dollars and FTE for the three 
categories. 

The FAT dollars and FTEs include all the "infrastructure" or support used to 
conduct the activities described above. This support includes, in addition to 
import/foreign investigators and laboratory analysts, import entry review 
functions, the Prior Notice Center, compliance officers, as well as management 
and IT support for the Field and facility costs. 

Note 1: The dollar and FTE for the FY07 and FY08 estimates in the attached 
table below have been updated from the previous response provided in the 
July 07 response to reflect the FY07 Revised Continuing Resolution and 
the related re-basing of the President’s FY08 request (Congressionai 
Justification) published in February 2007. 

Note 2: ORA does not budget these resources by country. 


FDA Field Funding By Functional ActMty • Exc»n>t 

DRUGS - FIELD ActMtiea Only 

■ 

Premirfcet 

Inspectlone 

Fmrign 

Fremeiltet 

inspections 

Foreign 

Postmerlist 

Lsboratory 

Analysae 

Postmedtec 

Laboratofy 

Anstyeee 

Pestmsrfcet 

Inspections 

For^n 

Poetmarliet 

Inspsctions 

Foreign 

Poetmsfket 

Inspections 

Imports 

Poetmarkst 

Inspsctions 

Imports 

total 

mi£L 

<000 

FTE 

3000 

FTE 

looo 

FTE 

3000 

FTE 



jiTTiQS 

5.732 

51 

1,106 

10 

3,349 

30 

8.527 

58 

iBgj 

BS 

gTQn 

BSOHI 

5,679 

SO 

1,830 

19 

3.115 

27 

6,756 

59 


■a 

IjISaHi 


48 

1.745 

18 

2,964 

26 

8,440 

55 

Bj 

M 

SiSSI 

USSHi 

5.365 

44 

1,740 

17 

2,955 

24 

6.421 

50 

ISl 

— 

SgTHli 

csim 

4,279 

32 

2,810 

22 

3,003 

25 

6,132 

48 




4,372 

31 

3.058 

21 

3.067 

22 

4.281 

30 

14,778 

m 

FY20M 

estimate* 

5,846 

30 

2,965 

21 

2,965 

21 

4,171 

30 

15,987 

Q 


^ FfOJ RtviMd Continuing Rscolutien 

* Rs>bM»d FY08 Congressional Justmeation {RrssMsnf s Budget) due to FY07 Revised Continuing Res^uUon 






































































388 




















































































389 






















































































390 


Exhibit 14 



391 


RECOMIUiHOATlOKS TO STRENGTRSH 
SURVSIUJUICC AMO EHFORCOIENT ORCRAXtONS 
ASSOCIATED WITH THE IHRORTATIOM OF HUMAN DRUGS 


nrtEaBBCTiaM 
/ ' 

Tha affactlvanasa at tha agency's aurvailXanca and antorcanant 
Rrograsa covering laportad hunan drugs is based on two presisas- 
First, FDA conducts Inspeetions of torsign-asnutaeturara or aecapta 
cartiflcatlons tram foreign govsimnants that their plants coaply 
with agency atandards and second vm axaaina products offared ter 
entry into tha tmitad States. Soma ORA aanagsr ballava these 

f rograss need to be strsngthaned and this report reconaends 
Biproveaenta to aehiava thla goal. 

Thaaa racoBaondations will result in sore afficient and atfactiva 
use of the agency's rasourcas and will establish a sore conaistant 
end unifora inspection and anforcanent prograa. laprovaments can 
be made with virtually no additional field resources. All it takes 
is B more effective utilisation of currant Field rasourcas in tha 
District offieas and greater teanwork between the field, ORO, and 
ODER. However, we baliava that the foreign inspection and laport 
prograas nassl additional rssourosa and that these resources should 
be funded by proceeds fron ussr's tees. 

It is also isportant that wa racognlzs that several groups inside 
and outside tha agency . (GAO, XG, industry assooietiena, and 
congress) hsve s interest in ths Isvsl of consistency and 

unlfomity of out survaillanee and snforesnant program. Sons of 
these groups era conducting prograa avsiustlons to aaaaurs the 
level of consistency and unlforatty. He believe that the 
recoinnendations contained in thie report will strengthen the areas 
where others night criticise our prograas. Idkavlse, these 
reconaendations to strengthen the foreign inspection and Isport 
prograa will be supported by the domestic phsmaesutleal industry, 

, GAO, end Bsmbars of congress. 

T.Ha„l£g«ES 

It is estiBBted that as high as 70t of ths bulk pherasceutiosl 
, chsBlcala (RPC's) used by Aaaricen plants dre imported. 
Additionally, the number of demage forms aanufactured abroad for 
the U.S. market ia also increasing »nd there are meny faoters 
suggesting that tha foreign drug asnufseturlng industry Will 
continue to grow .as aany doaestle pharmaeautleal eoapaniss aova 
nanufaeturing plants off ehore. Thie trend will drive the egenoy 
to rely Bare heavily on its foreign inspection end import 
surveillance and enforceaent prograaa to assure that Aaerican 
citizens receive human drugs of high quality end parity. 

Soma field managers believe that ORA has reached a cross-roads in 
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its quest to naneqe the .increasing nvwber ot prohieias aeeoeiated 
with tormigr druq hanuCaeturinq {lianta and inportad druqs and with 
the foreign dmq inspection and iaport preqraaa. He face a number 
of different opinions and philosophise with menbers of ORO 
expecting to create a strong eentraliead program with most if not 
all the functions being carried out by an ever increasing 
headquarters staff. He believe the center la eoncerned about it 
role in MOD'S end contacts with foreign government officials. 
Field managers opt for more deeentreliaation with field and 
headquarters staff developing partnerships empowering field 
employees to carry out key functions. 

There arc powerful incentivee to maintain the status qua. Thera is 
no question that the ieeue of "turf* will have to be eddreseed end 
overcame if elgnifioent ebangee In our foreign prograna are to be 
implemented. For example, position deeeriptlonm might have to be 
changed. Bona people might' not have the same caee of aceeea to 
. travel in foreign lends. Some people might looms their mbllity to 
deal with foralgn governmant offieiala. But, none of theee iesuee 
reprasmt critical leaues to the program and they contribute little 
if anything to efficiency and ef f ectiveneee . 

There will be arguments that headquartsrs needs to carry out 
certain functions to fecllltete eoneletency end uniformity. FDh 
bee used e atrong centralised menageaent system for many years as 
the principle component in its qusst to achieve uniformity and 
eonsietancy; a level playing field for indua'try. Xf the ooaplelnts 

I we ere hearing from industry officials are true, then this stretegy 
has not produced the desired result and some contend that the 
separetion of functions for foreign and domestic eurveillenee end 
enforcement progreme has led to greater inconaiatenoy. 

Having reached this crossroads, it is clear that there le little 
incentive at lower levels of aenagement to change these vary 
important progreme end 'there la e growing need for top OKA, 
nanegenent, end perhaps even the office ef the Commissioner, to 
decide the eventual direction that will be followed in the pursuit 
of e strengthened foralgn inspection end import program. Xf this 
A is not done, the program will not achieve the level of effioieney 
[I end effectlvenese that is required end this agency many not be able 
to aesure that Amarlcen eitisena have aecasa to high quality 
phermeceuticela . 

The Agency hae many programs and spends considerable time and monay 
to monitor end aeaura the quality Of drugs menufaotured la the 
United States . Although the foreign aupply of ell drugs 
(inoluding BFC's}' has increased drasstlcally, egsney programs 
designed to evaluate the foreign production feeilltiee end foreign 
produot have not grown at the save rate, nia Ineraese -in «'the 
number and amount of drugs imported produces significant pressure 
on agency progreme, but the Increases in tsehnology end eosvlexity 
of some drug manufacturing procasaee has made an alraady 
overburdened system less affective. 
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History clsarly dsaianHtratsa that tha industry is koenly awara of 
tha raguiatory arana in which it operate* and for nany y*ara the 
agency'* foreign inapection and laport programi have offered 
foreign plant* a las* rigorous regulatory environaant . than the 
dOBastio antorcoMnt and aurveillance progran*. Thi* faestor aay b* 
responaibla, in part, for the continued expansion of foreign 
production of drug pr^uots. 

Within tha past two weeks I have been dealing with one of the 
( world* largest brand nase drug nanufaetursrs. This cospany is 
considering the olosura of soae of it* bulk pharaaeautical 
I aanufacturing plants in tha unitad Stataa and would than purchase 
BFC fr«B Independent suppliera. Thia eoeipany haa sent its goality 
assuranca staff to foralgn plants to avaluata tha parfonanea of 
thasa plants and thay hava found algnifloant violations of cKF's. 

0ns of tha plants that thia eenpany visitad in China adviasd thaa 
that thay had reeaived an inspaetton in August and that the FDA 
investigator adviasd tha conpany that thay wars "aiwfuFad'' for tha 
drug product under consideration. Thia atatanent was not trus and 
a raoeBBandatlon has been' eiada to withheld approval of this 
coapany. Thi* ■Ituatlon caused considerabl* frustration within tha 
conpany since tha conpany was oparating under tha assua^tion that 
tha agency had approved a facility that it knaw was in sarlous 
violation of U. b. standards and any good guality control 
standards. Thia altuatien was nada nora conplieatad beeauaa they 
ware unable to obtain copiaa of tha inapaetlon reports. Me vara 
able to clear resolve tha issue through good eonnunioation. 

Parhaps fav in tha agancy hava raallzad tha tranandoua Inpact that 
FD 483 'a, ZlR'a, and warning lattars hava on eonpliancs with GHF’s 
and that this inpact axtands far bayond the individual plant which . 
is tha subject of those doounenta. Thin aana conpany nantlonad in 
tha foregoing paragraph ha* •dvised that th* entire industry la 
ualng th* FD 483. BlA'a and warning latter* as a naans of 
evaluating foralgn plants. A algnifloant oonplaint wa hear frea 
tha industry is that foreign raporta and FD 483 'a are not available 
for aavaral nontha following an’ inspatTtlen. Wa have pledged to 
proeasa these deeunents in a nore tinely fashion. 

1 Recently, we have seen too nany exanples of contaninatsd and 
adulterated drugs (even eountarfeit drugs) being iiqwrtad into tha 
United Staten. Aa wa hava laarnad through foa history, tha lack -of 
agency aurveillance and enfcrcanant leads to illegal aetivitiea, in 
addition to adulteratod drugs and drugs of lew guality. Although 
tha agency has taken atepa in early FY'SS to inoraasa tha nuaber of 
foreign Inepeetionn end tha nunbar of anployaaa naaignad to ^la 
very laportant work, nor* la naaded to bring th* foralgn inapection 
end inport progran to tha laval of regulatory rigor that la given 
to denaatioally produced product. 

This discussion document eddrassas soma of the Isauaa and eoncama 
about currant prograna, diacusaas tha current industry, and offers 
posaibla solutions to provide batter control of tha guality of 
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inportad drugs, kdditlonslly, doeunantitjlon Of •xsnpXas of th« 
problsBs discussed are subaltbad to support the stateaents and 
conclusions that havs-baen reached. It should be racognlzad that 
only sose of the exanplas are presented and that the issues 
addressed herein represent a general practice rather than Isolated 
cases. For exanple, we have doounantad several axaiaplas of 
eontaainated drugs siada in foreign plants but we have not nentlonad 
all of thee In this report. 

IMPUamATIBH-Pr.RKQlWCTMillOHS 

Sose of the racMsaendations contained in thia report will require 
a significant period of tins to achieve. For oxanple, redeployoent 
of resources to dlffersnt geographieel araas will take tiae, 
especially %dsen our staff calling . allow only alnimua staffing 
flaxibility. It will teXa tiaa to devalop an OKI and vanagaaent 
inferaation reports. Hevertheleas, it is reoeiDoended that goals 
and tisatablaa be establishad to carry out aach recoenandation that 
Is saleetad for adoption and that a ataering oosuBittee be appointad 
to manage and iaplanent the recoamendatlons. 

The steering coawittea should be chaired by ena of aore Regional 
Directora and contain neabaxshlp froa appropriate headquarters and 
field units, this comittao should also include Stephanie dray. 
This eoanittaa aheuld report diraetly to Gary Dykstra einca the 
coaaittee will need the authority of tha ACM to carry out its 
mission. 

Thera may be eiallar needs for device end food prograas. Howavar< 
there ie a need to focus on one product area at a tiae since Is 
will reduce the number of headquarters units which need to be 
involved in this project. Ones the drug program is iapleaentsd, 
the project can be expanded to other preducst classes. 

It nay ba important to solicit the support of the Office of tha 
ConnisBlonar einca MOU's and other agency vide programs will need 
to be Bddrassed. 

»UMaagmBAiagH-<JL-rCIUaT&..A.IQI<BI6B..i»lig. tJMl .OBI 

He have a statutory obligation to inspect all drug aanufaeturing 
plants located in the United states once each two years. He use 
tha agency's OKI of drug plants to eanaga our Inapeotion 
obligations. If we are expactad to regulate domestic plant* la 
this manner > it seams only rassenabla, and fair, that foreign 
plants shipping product into the united states would be subject to 
the same conditions and regulatory environosnt. However, we have 
no inventory of foreign plants shipping product into the United 
States and we have no program to evaluate our inepaetlon coverage 
of thaee plants. For example, if we need e 2S month alert Hat for 
domeatie plants, we need one for foreign plants. Ha don't have 
one. 

ORO has a vary limited data base on a p.c. which tracks plants thet 
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liav* b«*n inspaetad in tha past.. ‘Thia data baaa could be acanned 
to locate planta that have bean pravioualy Inapactad and tha data 
uaed to aohadula future inapectiona. But, there ia no aaana to 
locate tha planta that have never been inapaoted and this Halted 
data baaa falla far abort of today 'a needa. 

there la aoae Infoniatlon In the POOS data baaa, but It appeara 
that ve have aada little uae of It. In order to aanage any 
aurveillanoe pre^raa, knowledge of the druga and aanufaeturera that 
are to be controlled la raquirad. Xt la difficult if not 
iapoaaible to manage auch a diverae and ci»plex foreign drag 
production induatry and the producta they produce for the U. S. 
BMTket without a data baaa or inventory of active foreign 
aanufaeturera, O.S. Agenta for theae aanufaeturera, and of bulk 
drug aubatancea (BPC'a) imported. The ebaenoe of a data baaa makes 
it virtuelly impoesibla to menega and coordinata cenaiatant and 
uniform survaillanoa and anforcamant activitiaa. 

Thara are a number of reasons why an Invantory, available to 
managere throughout the Agency would be of value. Several exanplas 
should clarify tha nead and lllustxata tha preblema: 

1} A raeent inapaction of a puhlio warehouse thet atoree 
comnaroial products, auch as talavlalona, radios, ate. 
was eonductad. Ona hundred thirty two druma of 

dipyridamole drug aubstanea (a BPC used to make a 
coronary vaaodllator) were observed labeled that thay 
were made in Shanghi (Shanghi Faotery #6) . The drums 
were relceatad to thie warahouea from another public 
varehouee approximately ona yaar ago. Thay ware labalad 
am USP XXX. This was last official in 1990. 

Additionally, different locks on soma of tha drums vara 
obaerved. Other than a copy of tha last SIR for Shanghi 
Factory to, thara ia no Information available. Thera la 
no offiolei file on Shangi Factory t B and it would taka 
a significant amount of time to loeats the history of 
Shanghi ffi and to datsrmine If it Is an approved supplier 
of dipyridamole and for which dosage form manufacturers. 


2) He recently drafted a Sterile Bulk Xnepeetlon Guide. 
This guids was produced becaueo there have been eeveral 
recent exemplee of contamineted aterlla bulk drug 
substaneaa, and there ia aignlf leant complexity in 
conducting thia type of inspection. ■' Hhlla thara la a 
domastic invantory, thara la no foreign invantory of 
-chasa manufacturers that would be appliceble to the 
progrem. One will find It diffioult to identify 
manufacturers epplieabla to such a program, what if any 
recent Inspection coverage, has been given to 'Uie planta, 
and thair ragulatory history. 

3) He recently Inspected a U.8. Agent for a number of 
foreign manufacturer a. In this inapaction, wa noted that 
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til* U.S. Agent received eeven ccapleints for contaminated 
drug aubetance from three O.S. doaage form Banufaoturara. 
The U.S. Agent notified and returned aome of the drug 
•ubstance to the foreign manufacturer. After dlecusaing 
the eomplalnta and retuxne with the fDA investigator, who . 
recently conducted a limited foreign inepeetion of this 
nanufeoturer, we concluded that the manufacturer lied to 
the investigator. The foreign manufacturer did not tell 
the roA investigator about the contaminated hatches when 
complaints were discussed. Attempts to identify other 
substances imported by the manufacturer proved useless. 
There is no guide wsy to verify the information provldad 
by the U.S. Agent for drugs isportad. 

In addition to no active drug plant invantory, the Inspeotipn 
history of f orsign plants cannot be readily seessaed. For exaspla, 
in a local follow-up to contaminatod atarila antibiotlas mada in 
Germany, we found that othar foreign aterile antibiotic plants of 
this ooBpany had not been inspected for et least five yaars. 
Again, this information was obtainad from tha U.S. Agant and can 
only be readily verlfiad using a number of dsts bases and tha 
poraonal luiowladge of people, who have long been aesoeiated with the 
foreign industry. Meverthelasa, it is highly unlikely that a 
sterile antibiotic plant would remain uninspected in the United 
States for such a long period of tine. 

PDA has no inventory of U.S. Repreeentatives end reeponeible 
personnel for foreign eanufacturers end dietributere. U. S. 
Customs lav reguires a U.S. contact or agent. We view these agents 
as very important bacauae thay conduct bualneee with the mgenoy on 
behalf of their client. They handle compleints, return product, 
file offleiel reports such as OMP's and Annual Rsports rsgulrad by 
FDA regulation, and conduct other basic communications aetivitiss. 

Action should be initiated to oreate a foreign offleial 
establishment inventory in our PODS data symtsm. This might bs 
somswhat simple In that we can use some of the same data elements 
that are used for the demestie plants. Ones establlsbsd, ws will 
be able to generate reports, determine the number' of inspeetlena 
per plant, aocount for the Inspection time at given faollitlee, and 
we will be able to generate reports for purposes of planning 
foreign inepeetlon and import courage and to evaluate the use of 
our resouroes. 

PECOMHEHDATIOK P 2 ESTABLISH OFFICIAI. FILES FOR FORflCW PLMiTS 

There are too many different headguartera unite handling laeuee 
associated with, foreign plants without written records being 
generated and maintained by a single wit. For examle, 
information flows between ODER and foreign health officials 
regarding tha status of foreign plants. This information is 
obtained for the approval, of applications and for other purposes. 
ORA is rerely aware of these tcaneaetiens and there is no offleiel- 
file holding the data that pertains to each foreign plant. Indeed 
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Mch unil: ita* i^s own sat at tilam. 

Tlia agency has already established the laportance of aaintainlng an 
official file for each plant in- our official establishaent 
inventory. This file is aa'lntaincd in the field office housing the 
plant. At the very least ve ought to have an offiolal file for 
each foreign plant shipping product to this country. This file 
would bold official oorrcspondenee such as warning letters, 
responses to ro 4S3<b, and Inspection reports aaong ethers, ^e 
nature and ia^ortanee of this file should be recognized by every 
FDA nanager and operating employee. 

These files should be eaintained in the field district housing the 
D. a. Representative for the eetablletieent. However, a working 
file bolding ieportant correspondence end other infomstion ehould 
be held in ORO. ORO filee would feoilltate Inepeetien planning and 
echeduling. Thie le the ease procedure used by the dietriot 
offices today in that the reeident poets asintain a working fila in 
their location. 

RgCOMMEMDATIOif # 3 IHCHEASE TWi REVIKW 0P_ FQRElgK DRF'a 

It is raeosnendad that the fiald invastigators oonduet a routlna 
raview of the DMF's tor all foreign inepectlona to deterslne if the 
prooadurea, forsulatlona, and ether eritioal iseuas listad in tha 
DKF repraaent the aotual sanufaeturing proceeees and controle uaed 
to sake the product. This review will not duplioete the evaluation 
of tha raview of the OHF during the HOA/anda evaluation; it will 
aupplamant that review in that wa will aeeure that the MF ie 
currant and that tha prooadurea being need to produce the RPC are 
as listed. Zt appears fros discueelone with Induatry officials and 
our own investlgatora that the agency ie not saking these types of 
evaluations during currsnt bpc Inspsctions. 

Ths current Drug Master File (DKF) eystea is eusbersosc. Fros a 
legal aspect, there are no provisions in ths Raw Drug Regulations 
for Drug Xaeter Filee. Tha Regulations as written apply to tha 
sanufaetura end control of both the RFC and dosage fors. Thus, e 
change in the synoheeis of the BPC reguirea that tha filing for ths 
dosage font be supplcsented, so that ths change can be reviewed by 
the Agency. 

Me have often found that the DMF file does not reflect the approved 
process tor foreign supplied drug substances. An industry 
oonsttltant recently coanented that they have never seen e OKf 
actually being followed. (Refer to attaebsent '6) . Sena aganoy 
raviewara aleo dlellks tha currant OHF proceae and there have been 
Buggestiona from the industry to improve the system, sareld Meyer - 
has often stated at meatlngs with the Industry that the aganoy has 
no resources to revlsw end approval each DMF aubmittad to the 
aganoy. He must work within the syetee that we have end we believe 
this recoonendation will strengthen the control of the DMF without 
a large investment in resourcee. At the very least wa need to 
assure that tha DMF is accurate and authantlc and reprasants 
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currant proccsaas slnca our ravlaw ehanista vmXy on thaaa filings 
whan revlowing and avaluatlng the BPC listed in an NOA/ANDA. 

Although there is considerable diesatisf action by Agency. aanagers 
and BOM in the industry with the current process, foreign 
suppliers of drug substances seen to be very satieCied with it. He 
believe thia is prlaarily beoauae there is little, if any, 
BMountability. For exasple, a eanufacturar recently had to return 
allepurlnol drug subatanee to a plant in Italy {Presinter) because 
of foreign Bstal eontaaination. This resulted free a coeplaint by 
the dosage form nanufacturer. The FDA was not notified of the 
probles and the U.s. Representative who returned the allopurinol to 
Frosintax. was never notified of the oause or extent of the 
contaninetion problan. (Refer to attachneat 1 for additional 
discuasions) • 

The trew Drug Regulations regulre the annual update and reporting of 
process ohangee; howevar, eoat sanufaeturara of drug, aubstaneae do 
not file annuel updatea. In a recent inspection oc a u.s. 
Repraaantativa for phanytein, a copy of tha ourrent I»1F was 
rcguestad and reviawad. (Thara are only two approved suppliers of 
phenytoln) . Sven though the foreign supplier (Kecordati) had a 
recant inspection, they pointed out that ue DHF was balng updated 
to reflect their current procaas whioh was not filed. 

I 

There wee e recent In-depth inspectlon/eveluation of the UIF filed 
for the phenytoln sade in tha a. 8. by Warner-Laiibart. Tha foreign 
manufactured generic substance did not receive the sane rigorous 
evaluation as the bread name product. (Refer to 7/21/93 aeno for 
more detail.) 

BSCOMMEMDATIOW / 4 PREPARE JMSPKgnQ«_ESOfiRAM FOR gJs,. 


our foreign inspect ion program should be changed to include 
eurveillanee and enfoccemant initiatives at the U. 8. 
Representative level. The filing of an application for a foreign 
manufacturer requires a domestic agent to eommunioata with the 
agency regarding the filing end local' lesuee. in soma cases, thess 
agents also act as the broker that processes import (Customs) 
records. In other situations, these representatives perform other 
operations, such as repackaging,- testing, relabeling, end 
warehousing the drug. In all ceeee, e U.S. Repraeentetive acts as 
the focal point for donaatlc operetlona and communication. 

Our recant inapeetlone of U.S. Reprssantetives has shewn that the 
current foreign inepeotlon program covers only e portion of our 
potential control of the foreign manufaoture of drugs. The agency 
will need to change its philosophy end include the U. 8. 
Representative as part of its focus on the quality and purity of 
tha foreign product. Thus, the idantifloetion . of key V, S. 
Representatives and their raeponelbilitics are an important aspact 
of tha agency's future program to gain much needed information and 
control of foreign products. For example, the agency recently 
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a Karning Lattar to a Xarga multi-national eenpany (ciba) , 
primarily lor ghf daficianciaa occurring at thair £or«lgn ralatod 
plants. (Attachment a is a copy of tha Ciba . Warning Latter.) This 
was achieved without the benefit of a vary costly foreign 
Inspaetien and dsDonstrataS the advantage of working with the U. S. 
Reprasentativs. It also danonatratas tha advantage of a domestic 
evaluation of foreign data. 

Regulations provide for control of both tiie drug substance and tha 
dosage form an it is being manufactured, processed, and controlled. 
The regulations have always been Interpretsd to ineluds the 
manufacturer of the dn^ substance but, other operations such as 
Shipment, storage, control, and accountability at the U. 6. Agent 
bava never been addressed in filings or agency docusants. ■mua, 
warehousing of drug aubstaness, processing, labeling, control of 
damaged bulk containers, rselslm end even salvaging of drug 
aubstancas, and oomplslnt procassing are not covarad by any eurrsnt 
inspsetion program, xany of tha waraheussm usad for the storage of 
drug subatencas between the filed location for synthesis and 
altsrnata dosage form manufacturing location in the Q.S.- ere not 
inspect ed. 

Many 0.8. Representstlvee aeinteln a working copy of the filing and 
they proeesB correspondence between the i^ency and the foreign 
manufacturer. Currently the responsibllitiem of the V. a. 
Representative ia much better defined in the case of finished 
dosage forma than for SRC's. For example, it is clear that they 
are rasponslbls for filing field alerts, prooesslng eonplsints, 
reporting adverse reactions, and other key operations for all 
dosage fora drugs. Their responaibilitiss for the BPC manufacturer 
have not been well defined at thie point. Kaverthcleas, tha agency 
should expset their raspenalbilltiss for both dosage form end BFC 
products to be tha same because the FOC Act applies to both 
products . 

The field has documented counterfeiting of animal drugs and 
investigations continue with respect to possible counterfeit human 
BFC'a. With greater emphasis being placed on counterfeiting, baok- 
door trading, the agency must hold the U. s. Rej^seentativs 
responaibla for tha importation of product that meets all goallty 
and purity standards established by the ACT. This includes those 
and those identified in filings as accountable for the movement and 
storage of drug substances. Additionally, from a GMP aspect, it 
would seam that the investigation and/or position of reclaims and 
raturns should be dooumented by the U. S. Representative. 

Attaebments one through five are summarioa of inspections of U.S. 
Representativaa, which depict the many diverse operations and 
problems that were identifiad through our domestic local 
inspsetiens. The' foralgn inspsetion program gsneratad littla, if 
any, action regarding domestle operations in these esses. In every 
inspection of these representatives, we have documentad axamplss of 
contaminated or defactiva drugs being imported. This information 
ie valuable for any high quality Inspection. Tha five suamariap of 
inepactiona attached are raprasentative of the industry. 

He have found most representatives to be very cooperative in 
providing information. However, D> S. Rsprssentativss of 
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independent BFC nanufacturare are beconlng not« gaardna' -.tn 
of information provided and some have outright refused to provide 
information. PDA ehouid identify v.s. Repraeentattvea, particuiariy 
those lieted in applioatione ae having filing, eenaunloation, and 
warehousing functions. Piles, records, and reports, such as 
validation reports, dompllant files, and many of those records 
addressed in ths Foreign inspection Guide can therefore, he 

reviewed before and/or after oonduoting foreign Inapactioas. 

»E<y)MMBSDAT10M P S CTM.PATg. BIR'S IH PIgLD HATHm TMH HPQR 

Kegulatory end other fallow up aotlvitlea covering contaminated 
product are not the same for foraign and damastia plants and 
product. Industry officlale, nenbere of congress, and agency 
managers have all ewprassed various levels of concern about the 
iseue of uniformity and eoneieteney in the Inspection end 

enforcement programs applisd to domsstle and foreign drug 
manufacturing planta. This expression of concern stems from 
specific instances where there Is a dsaonstrated lack of 

consistaney and uniformity. 

Thess differeneaa involve tbs rigor of the inspections being 

conducted in foreign plents end differences in the regulatory 
follow-up aaeoeleted with violations of the GMF's and the Act. 
Many of our largeet drug manufacturing compenlea have plants in the 
Xfnitsd States and abroad and thay have significant experience with 
the regulatory environment surrounding ths operations of their 
plants in various locations . Perhaps the most significant point to 
be made in this regard is ths one where offieisls responsibls tor 
ths dcmsstlo plants ceaplain about the "lax* enforcement of OHP'e 
in their foreign plants. 

The inconsistent evaluation of the Inspection findings end 
subsequent follow up activity for foreign menutaoturlng plants is 
caused by asparets unite (headquarters end field) reviewing and 
evaluating the results of Inspections end planning follow up 
strategy to bring violative conditions into complienoe. We have 
noted instances where MDA/ANDA'e would be withheld from approval 
based on slgnlf leant CKP violations dlscovsrad durlno deesstia 
inspections whereas elaller violations found at foraign plents 
would result in concurrence with approval of applications. 

This condition exists for two reasons. First, regulatory follow up 
and administrative eotlon for foraign plents is bsing handled by 
maabers of the agency with little or no eonteet and experience with 
the regulatory follow up assigned to demestio inspection findings. 
Second, there is a perception that the agency cannot conduct e 
follow up inspeotion to esaure that corrections have bean mads 
because tiiere are insufficient resources to conduct follow up 
Inspeotlone in the future. This leads the agency's headquarters 
staff to "trust” the foreign firm to correct the violation. In 
some cases- recommendetiens have bean made to CDEK to approve 
applications even though the firm's response stated thet 
oorreotlons would not be made for several months. 

Tha Foraign Inspection Guide, which was Implemented on 10-1-92, waa 
diacusaed at two Commissioner's Sxchangs Keetings. This guide 
provides for review of foreign inspections in the field at ths 
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supurvlsQry and Mnaganant lavala. Ttiia provlaion oz tha qulda haa 
not baan InplaBanted and was ovarsiddsa a haadquorfcara 
Bsitorandus rsqtulring thafc thssa raports ba want to ORO Cor raviaw. 

Tha taeadquartara staff baliavaa that thay can train their staff in 
tha sane aannar as the field trains its coaplianoe and supervisory 
staff, such qoals cannot be achiavad slnoa this agoncy does not 
often raduoa coaplianeo policy to written fom. Tha knowledge and 
axparianca of a eoDpliance officer and higher level' district 
aanagaaiant are shaped by tha daily contact with haadquarters staff 
where violations of oWa are being evaluated, at the saea tine 
regulatory strategy is oonstantly changing and field staff plan 
regulatory strategy and prepare oases for regulatory setlon. This 
sane level of experience oannot be built into a training progrea. 

The Hoechet Procaine Penicillin case la a good exaawla of 
dlffarencee In eonvliance aotivity following tha finding of 
aignif leant violatlone in foreign and doBaatio plants. in thia 
ease there was sssantially no ooaplianes activity nor follow-up to 
a violativa foreign Inspsctien at this foreign plant. Bowaver, the 
investigator who conducted the foreign Inspeotion waa free the 
district housing the doaestie U. S. Representative for the foreign 
coapany. The investigator eontinuad tha inepeotion of the H. S. 
Repraeentetive on return free tha foreign inspection and they 
[ (Roechst-Roussel) recalled .marketed batchee of foralgn product for 
lack of aeeuranca that the 'product waa starile. 

Another example ie the recant Raeordati inapection of Dobutanine. 
The Inveetlgator commented on the non-aceaptebillty of the facility 
but the firm promised to make major facility changae and upgrade 
the facility end there waa a headquartara recommendation to approve 
the applications even though the promised oorrectiona would not be 
implemented until aeverel monthe into the future, if theae eama 
violations were discovered in s domeetie plant, the field would 
have recommended withholding approval of the application and wa 
would reinapact befora raeomnanding approval of this filing. It is 
also notable that thia firm produced contaminated product which was 
returned by the U. 8. Agent. Thia conteminetlon was predietad by 
the conditlona documanted during the foralgn inspection. (Refer to 
attaobment 9 . } 

Tha manner in which the field and headquartara handled violativa 
inspections at different Allergan plants for Ofloxacin ophthalmic 
Solution, MOA i9-9ai, le another example of the differencea in 
enforcement strategy, sJN-00 ieeued a Warning bettar for poor GMP 
practices. Although similar violations vsra found in ths foreign 
Inspsotions of two plants, headquartsrs rscommandsd approval of the 
pending application becauae the foreign plants promised to correct 
the conditions. Ho further action was takan ragarding tha foreign 
plants. (Attached is e summary of tha inapeotiens of three 
Allergan plants.) 

District offices ars more axperiencad in prooasaing and continuing 
invastlgationa ectivitiea until all tha questions and Issues bavs 
bean addressed. For example. Compliance Branches filter and 
process a large number of eaaea on a local level before referring 
them to CDBR Compliance. At the headquarters level, mcetinge with 
Inspection and compliance peraennel, and diseuasions with foreign 
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nanuCmcturcra rataly occur as a follow-up to forslgn inapaetXdnav 
Zt is far aasler to coordlaata follow up invssttgatlons and 
actlvitlss at ths local district Isval than it is to conduot such 
activity involving a nuabar of haadquartars units and officials. 
Thasa maatings and follow ttp activities are cosnon for the donestic 
Industry and ara carried out by tha local district offices. 

In tha case of doacstic plant inspaotions avaluations and 
racoasandatlons ara mde and raviswad by nany differant aganoy 
nanagars. Additionally, flald eonplianca branches havs aora 
axparlanea in GMP regulatory issusa alnca thay proeaas regulatory 
actions, deal with tha Cantara, and tha Caneral Counael. Our 
philosoidiy ia that wa should apply tha aaaa proeadoras to foreign 
inspections as wa apply to doaestie. 

hECQiaiEHDATIOM IWCBEASB DOCDMMTATIQK IK PQMlGM JBHI'a 

Ooouaantatien found in foreign inspaotlon reports is often llaitad 
and devoid of basic raporting found in doaaatio inapaetion reports. 
A good axai^la is tha eovaraga of coq>lalats. Ha are discovering 
that Bore docuaantation la naedad in aany cases. 

For aany years our investigators havs bean taught that they do not 
have to produce tha eaaa level of docuaantation in foreign 
inspection reports as for donastic inapeetlona. Tha rationale for 
this position is that FDA does not havs to taka regulatory action 
against foreign plants the agency has tha authority to stop tha 
iaportation of product from objectionable facilltlas. This concept 
nay have served ua wall in previous . ysars, but as stated 
previously, tha Industry has changed' and it has signifioantly 
axpandad tha aaount and the coaplawity of iaportad products. 

Wa need to obtain enough docuaantation to facilitate regulatory 
follow up for product that aay already be introduced to the 
doaestie aarket. This aay require aalsurs it tha company (of tha 
D. S. Agent } falls to reeall violative product and such action 
cannot be aupportad without adequate docuaantation. For axaapla if 
Hoachst-Rousaal had refused to recall tha violative Prooaina 
Penicillin, tha agency would have bean forced to take regulatory 
action on a product that had already bean entered and ralaaead at 
tha port of entry. In this csss ws would nesd ths seas 
docAinantatlon for tha foreign product as we would naed for ths 
domestic product, if not more. 

Another sxanple is the Pierrel EIR which did not cover ooapXainta, 
nor was there any doeunantation that coaplainta vara even 
raqueatad. After a talephona call to tha Invaatigator wa 
ascartained that coaplainta wars covered with the firm, and that 
tha fira's nanagars lisd to the investigators and inforaad than 
that thay received no coi^laints. 

A Bubstantial part of any drug plant inapaetion is ths revlsv of 
records. Often portions of thsss rsvlews ara conducted outside tha 
plant. Kany 6MP preblaas and potentially objaotionabla issuaa ara 
Idsntified during thia reviaw procsss. Obviously, if raeords ara 
not obtainsd prior to or during the inapaetion, than little review 
can be aoeoaplishad, Thar afore, ve have to inorease the aaount of 
docuaantation of certain violative conditions during our foreign 
inspections. 
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Last ysar, ■ Foraign znapeotion Qaida ttaa g«n«rat«d which waa 
intandad to provide unlCoralty batwean doaaatie and foraign 
inapaetiona in tha racorda raviawad and avaluatad. Tha Frograa or 
Guida provldaa for racorda, auch aa ceBplainta, validation raporta, 
and nany othar racorda to ba aobalttad by the foraign nanafaeturw 
prior to our foreign- inapaction; however, in noat eaaas thin haa 
not occurred. Records listed in the Foreign Znspaetien Quide have 
in some caaea baan raguaetad but not received. Ha believe the 
raguaste are toe broad and there is a need to focus soea of the 
racorda reguests on certain products and prooesaas. It should be 
pointed out that the Sulde and Agency policy ragulres that 
processes for foraign aanufaeturers be validated prior to tha 
approval of filings. 

Hie raguest for basic doeunanta, such as validation raporta, to ba 
scant to FDA prior to the conduct of a foreign inapaction would 
also reduce the nuaber of foreign inspections. xaiw foreign 
nanufaeturera lack validation reports. For axa^fe. Canes 
Fhamacautlcals, a large foraign owned plant, has eonsanted that 
while their dosaatia operation is in ths proosss of validating 
thair procsssse, their foreign plant has no purity proxilaa and haa 
not validatad thair foreign prooeasea. (Kafar to attachaant li for 
the Siegfried EIR.) 

ta^wmmsiwJL z. i wc aagg jms, MEiiLAigP-raBaBBicx 

gf FORSKW PWlT.IHBPB«^g|ia 

Tha nuaber of inspaotlons planned for each foreign trip should be 
evaluated. At present these tripa begin with too nany Inspections ■ 
planned. Planning leas inspections per trip will allow tha 
inapaction teas to Increase the depth of the inspection coverage. 
The inspection trips should be planned with sane knowledge of the 
proceea and tha product which will ba inspected. This will raguire 
taaawork between the field and ORO paraonnel and it will raguire 
that the field Investigators heva an opportunity to begin the 
inapeetien at the U.S. keprasantetlve rather than traveling to tha 
foraign sight with little or no advance preparation. 

A wall planned inapaction trip will raguire the application of new 

f hllesephlaa and procadures. The current procedure of collecting 
napection raguaste from savaral soureea and than calling the 
investigator to headquarter a for a day or two prior to the trip ie 
insufficient preparation for the inspection and results in 
inaff ioiant use - of agency reaouroas and nay reduce overall 
sfteetivanasa. 

The inspection of foreign sanufaeturera, particularly in tha area 
of bulk drug aubstanca vanufacture and particularly aterila bulk 
nanufacturer la significantly dlffarant in lei^th, freguaney, and 
depth. For exsnple, inspections bvsr the years of Snith Kilns 
Besohaiii’s stsrile bulk faellitias have spanned eeveral weeks with 
significant regulatory action including recalls. An inspsetion of 
Wyeth's sterile bulk penicillin facilities regulred ssvsral wasks 
and resulted in regulatory action including recalls. 

As a cospar Ison, we recently inspeotad Hoeohet-Roussel's local 
facility bscauBc of very significant probless identified In their 
sterile bulk penicillin plant located in Geraiany. The inapeetien 
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was conductad in Hovanfaar 1992. The CHF'e at tKe rofal^n 
ware so bad that only one day was needad at the ToraiTti taoility. 
There was no previous recant inspection of the sterile penicillin 
manufacturer since 19SS. In our review of the DKF, we noted that 
it has a nine story water for injection system. It is 
Inconceivable bow any investigator could conduct such an inspection 
in less than one week. Fortunately, the facility was so bad that 
a local follow-up enabled regulatory action (raeall) to occur, 
(Refer to attachment 4 for additional discussion.} 

This foreign plant is perhaps the largest sterile drug 
aenufacturing plant in the world and it would take elnoat a full 
day juat to tour the plant. Typically a domestic plant of this 
anormous slae would rseaivs significant agency attention on a 
routine besle and it would not be poeslble for euch a facility to 
remain uninspected tor e eignifioent period of time. 

Several industry officials and aenagars who previously worked with 
FDA and new work In tha drug industry point out the gross 
differences bstwasn tha depth end length of the domestio and 
foreign inspectiena. One only needs to examine the time reported 
for the demeatic end foralgn inspections, particularly ths Inilk 
drug aubstance aanufaoturar. Gensraily, only 1% to 2 daya ara 
allocated for the foreign inapection of the bulk drug subatance 
manufacturer. 

It is often atatad that the inspection module for the foreign plant 
Inspectlona haa been significantly increased and that invastigators 
can take additional tima if thsy anoeuntar problems that nsed 
additional attention. Rewsvsr, our polley of sohsduXing an 
Inspection of two days duration with specific sehedulea to meat in 
varioue foreign eountriee makes it almost Imposaible for our 
Invastlgatera to deviate from ths planned acbedula. Most 
investlgatora will not raqueat a reachedullng of the inapaotion 
trip and will do the best that they can under the eircumstanoes. 

An additional concern is that many foralgn plant officials have 
adopted the philosophy that oitr investigators will only inspeot 
specif lo products. Our investigators have bean faced with 
rcaietenee when thsy attempted to expand their soope of coverage 
beyond the primary product oven though other products were being 
shipped to the United States. Peat practice has been a strong 
teaoher . 

RECOMMEMDATIOW dB A5BICM FORESM IWSPKTIQMS TO PlSlRlCta 
HQUallig THB g. s. aqpit of the foreipk piamt 

When our resoureea are suffioiantly redeployed, all foreign 
inspectlona should begin, at the 0. B. Repreeentatlvs . There is no 
guestlon about the large gains in sffieleney end effectiveness that 
can be achieved from this approach. 

Approximately one year ago when the Foreign Inapection ouide wae 
generated and discussed, managsre of the Foreign Program indieatad 
that they would schedule trips and leave the selection of 
individuals to district nanagars. Thsy alto said that thsy would 
attempt to schedule foreign inspections with the District where the 
local u.s. Agent resides. This would sneble ths Investigator to 
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visit and raquast the racerds ccaiicix-*m<. 

Guide prior to the actual Inspaotion. 

>s. 

In «any caaas, tha investigator has bean unaware o< the identity of 
the focalgn planta they would be inspecting until savaral &ya 
prior to tha inapaetibn when they wera "briafad" in Rockville. On 
two eeaasiene, one of our senior staff was eontastad by the u.8. 
Representative tor background on tha investigator before tha 
investigator was even made aware of the epcoifie foreign planta 
they wars assigned to inspect. This naans tha u. S. 
Reprasentativan are soMtines aware of planned inspaotionn and tha 
investigator idto is assigned to the trip before our own staff is 
aware of the assignnant. 

This recannendation will disoourage operations sueh as baok-deor 
trading and certain illegal activities. It will provide for the 
collection of naaningful saaplea of laported substances that will 
also discouraga oountarfalting. This also allows ths district with 
the Most knowledge about the coapany to conduct tha inspaotion. 

(fa Bbould allow tha Oiatrlcta to coordinate and identify tha 
inapaation teas and ahift oonplianca raaponsihility to tha 
Districts, nils will battar utilisation agency resoarcas and since 
these people will handle both doaastlc and foreign inspactiona and 
ooBplianoa follow up. aora unifomity will ba aohiavad. This will 
also aaaura that unifem regulatory follow up will be ii^plSBSnted 
and nanagsd with tha least number of people and units of tha sgancy 
involved. 

RRCOIMBMPATION *9 m ponass VTKT.n potr TW wawAcwmiT ov wains 

Another major concern with tha Foreign inspaotion Program is tha 
KOU which prehibita PDA inspection of foreign facilities. In our 
visits and dlseusaions with many senior managers of large 
multinational eoapanias, va are advlaad of major diffaraneas in tha 
level of quality between domsatie and foreign manufacturing planta. 
Canada and Switsarland are most oftsn msntlonad. 

Recently . wa conducted an inspection of ciba (Swiss owned) . This 
was a follow-up to a forsign inspection of one of their contract 
manufacturing facilities located In Germany. Our inspaetion of the 
Hew Jersey location revaslad many significant and objaotienabla 
conditions that existed in their manufacturing faellitlam located 
in Switxarland. Of greeter algnifioanca, was tha idantlfleaticn of 
major management problems in Switssrlsnd which had a major impact 
cn tha quality of drugs shipped to tha 0.8. Ciba officials have 
assured ua that Corporate headquarters has agreed to otxaply with 
tha GMP'a. This is tha first tiae that such s statamant baa bean 
mads to ua and there is every indication that they will do so. 

Thera la moma doeumentation suggaetlng that the Swiss government 
wishes to protect its industry from FDA inspection and regulation 
through tha MOU preoasa. Their refusal to "Invite" ths agsnoy to 
conduct an inspection whan the agency has specifically identified 
an interest in conducting an Inspaetion raprasanta a blatant 
example of thair intent. Additionally, it is alleged that meetings 
have occurred between Swiss officials and nambers of thair industry 
regarding tha subject of FDA inspactiona. This does not suggest a 
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coopArativa attitude and eomo are queatloning" tB'd' agency's 
rationale for aalntaining an agreenent under tlteae tenia. 

Znaaaueh aa there ie no fomal Hou with thla country, atapa ahould 
be taken to renegotiate the currant prograa. FDA needa to be very 
.open with the Swiea offiolala and docuaentatlon ehould be prepared 
before the negotiations begin. He believe that docueentacion can 
be obtained from a nunber of aourcea and the agency can develop a 
aignifioant amount of data. 

Thera has bean very little nanagenant of KOU's. For exaapla there 
has been no independent audit of the foreign prograe even though 
the mo provides for such audits. Than there ie corresMndenoe and 
oowiunioatlon between CDCR and the foreign heelth officlele without 
OKA being ewere of the cosnunieetion. MOO 'a end foraign 
inspections programs ahould be neneged fay oka since ORA is on the 
cutting edge of nanufecturlng end proeeea control technology end 
inspection teehniguee. Additionally, it is e widely held opinion 
within the industry that tha chief benefit of the MOO prograe ie to 
iaelate the foreign aanufaeturer froe FDA inspection to the 
diaadvantege of the American planta. Ha do not disagree with this 
opinion and there is aoae evidence to aubetantiate auch clalaa 
where foreign governeents have refused to cooperate with the 
agency's request to oonduot inapeotione. 

Recently, the Agency has pursued regulatory action against Narnar> 
Zisnbsrt at all of thair dosestie locations. Zn our inspsetlons, we 
noted that sons of tha drug products are aede fay their plant in 
Canada. He received several field elerts for defective sarketad 
products aada by thair Canadian plant even though tha Canadian 
regulatory offtoials had Inapacted tha plant. Zn order to 
deterBlne and evaluate tha sup status of products eade at thair 
Canadian plant, an inspection wee requested and aeheduled. The day 
before the inspection was scheduled to begin, the Center for Drugs 
Conpllance eanealad tha inspection based on an allaged eomlaint 
froB the Canadian officials. As of this date, va have given no OSf 
coverage to their foreign facility, although wa ara aware that thay 
hava Mjor quality probiase (recalls and f laid alerts) for eoae of 
the products sede at their plant in Canada and have taken legal 
action against all of the donastlc Banufaeturlng locations, within 
tha peat aonth additional product raealle have occurred, yet no 
inspection Zellow-up has been eeslgned. 

This is B clear case where COER stepped into a aituation and 
deoided to osncel an inapaetion without eontaoting the ORA unit 
that had already dlscuaaed the inapaotion with Canadian Officials 
who aeaeed to be in agresBent with tha need to evaluate the plant. 
'Following the cancellation of tha inspection COER iastted a 
BeBorandun to tha vary person who raguaBted tha inapaotion be 
condueted. The tone of the BeBorandua aaaaed to be saying that we 
will schedule an inspection if there la a need to do so. Utia ie 
clear avidenca that rolea and raaponalbllitiaa of agan<7 efficiala 
needa to be redefined. Thera is no reason far ths ORA organisation 
to ■ justify tha need for a foreign inspection, especially whan OBA 
is recognised as the- aganoy organisation rasponsible ' for 
inplaaantation of aurvelllanca and anforcanant prograna. 

He are aware of dlacussions between ODER and Japan regarding an 
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MOU. Trips hava alraady Ibsen arranged and inapaccion o£ 
selected by tbe Japanese have bean conducted to danonstrate that 
. they should be granted an MOO. The inspections that were oonduetad 
vers less than in-depth, broad baaed inspections which would 
nomally be conducted in our domestic plants. Additionally, there 
is SODS concern about the selection of plants for inspection. It 
would scam that it would be difficult to assess ths cspability of 
Japanese health inspectora to provide equivalent inepection 
coverage especially whan their aurveil lance end enforcement program 
ia still smsrging. 

Another important laaua is ths aslsction of psopla to conduct ths 
foreign Inapectione which are needed to justify the signing of and 
HOU. For exampia, a CDER official partiolpatsd in ths svaiuation 
of Mslji SaiXa Xaisha, Ltd., Aahigsra, Japan, on a l3/i4-l3/s2 
inspaetlen. (Safer to attachment i> for a copy of - tha EXS.) Re 
covered tha water purification ayatem, heating, ventilation and air 
conditioning, container washing and steriXlaing. Additionally, the 
inspection report atated that many other erase were given coverage 
including warehousing, fermentation, purification, clean araa, QC 
Lab, Mioro Lab, animal - colony, micro aasay, labeling, raeorda 
review, and cleaning procedures. It is virtually impoasibla to 
provide inspection eoverege of eli these operations in the time 
reported for this inspection location. In fact this was more e 
plant and quality control 'tour and briefing than in-depth 
inapectlon. such an in-depth inspection would have taken many 
days. It is not eurprlsing that tha inspection team found no 
elgnlficsnt objectionable conditions nor is it aurprislng that a 
field investigator conductad a scheduled two day inspection on 
5/27-2S/93 end found significant objectionable conditions in ths 
limited coverage given. (Safer to stteehmant 13.) 

Similarly, in April I9»a, COER conductad several inspeetlena of 
Swiss manufseturers aa part of the Pre-Approval Training Program, 
one of the inspections included a two day (4/31-33/92) inspe^ion 
of Siegfried Chemio conducted by COEH with a one day follow-up by 
another CDER manager. Tha Inspeotion diseloaad that the firs had 
no active etabiiity program and no impurity profiles. (It is CDER 
policy thst companies era required to document and classify 
impurities in new drug filings.) Additionally, the 4/39/92 
inspection covered acetylcholine. Although there were complelnts 
and validation deficiencies, no PO-483 wee ieeuad for this product. 
More eignificentiy, the Eis wee endorsed by IPTSB on 12/S/93 (■ 
months after the Inspection} , with the comaent that daficlanoies 
' are correctable. (Safer to attachment 11 . ) 

Kora recently a 0. S. Repreeentative for feralgn BFC manufacturing 
v\ plants refused to provide documente to an investigator following up 
on complaints of lack of purity and quality of foreign produced 
y BPC’s. The rationale for the refueal in one ease is the aKistenea 
itl of the swill HOD'. An attorney for this domestic company atatsd 
that the agency should request this material through the MOU 
process and that the domestic company could be violating Swiss law 
by releasing documents from the Swiss coaqiany to the PDA. This 
incident demonetratee the resolve of swlae companies to resist FDA 
examination of their plants and products and it auggasts that thsee 
actions are being token with tha support of ths Swiss government. 
Perhaps some oSA managers are overreacting, but, the number of 
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•vants ot this natur* ar« incraaaing and tha poasibillt^ cannsi-iM 
i^norad. ^ 

Hhat la at atake la thia agency'a ability to invaatlgata complalnta 
and product failuraa Involving foraign producta. Vm now ballava 
that tha 0. 5. Rapraiantatlve baara aora lagal raaponalblllty Coe 
drug product than we firat thought poaalbla. Accordingly, atapa 
have already bean taken to obtain (aadbaok froa Ganaral Counaal on 
this lamortant laaua. Additionally, we need to consider- the need 
to detain any drug product that is the Bub:)aet of oomplainta unlaaa 
and until tha Q. S. Rapraaantativa has auppliad doeunantation that 
the problana have been corrected, and that no other preduets or 
batohas were af footed. We do not believe that the agency ahould be 
placed in the position of delaying these iepertant ingulres until 
the various levels of govemaent officials have had tha tiaa to 
ponder tha isaus. It aaana a proper role for tha 0. B. 
Reprasanteti ve . 

Again these are only aoae of tha isauaa and problana that have bean 
provided to ua. Ha believe that ora ahould Jm givan graatar 
raaponaibillty for training foraign invaetlgatora, - f or conducting 
fieralgn Inapaotiona to avaluata oonditiena for now mu'a, and for 
conducting inspactiena to audit MOO'a. Thara should be nora 
taaawork on thaaa natters. Given the inportanoe of MOD'S and tha 
need for a laval playing field, the eganoy ahould put Ita noat 
anparience invaatigators and personnel on these types of 
asslgnnants. Hhils thara nay be political considarationa in each 
MOD oasa, tha agency has great laveraga ainea noat foraign 
govarnmsnts see the egreenenta being more advantageous to their ' 
country than to oura. Tharafora, tha agency ahould use this great 
Ineantlva to asaure that MOD'S are very affective and repraaant a 
true benefit to tha agency. For exanpla, there in good reason to 
ccncluda that thia agency ia not in control of tha Swiss mod sines 
tha Swiss have taken action to refuse inspection by thia aganoy 
even though the tame of the agreenent state that we have tha right 
to inspaot. Such action clearly denonstrates a lack of 
cooperation. Meaoranduaa( attached} dated 12/38/93, and 3/3/93 
contain additional sxaaplea of problems and discussions. (Refsr to 
attachments 14, 15, and 16.) 

He also contend that tha inepection of foreign planta to aaaeaa 
HOD'S should meat several predetermined criteria and FDA should 
select the plants to be -audited. FDA should use ita most 
experisneed investigators to conduct thsas inspections. - Shay 
should not ba conducted by mssbera of managamant or haadguartara 
staff Hlth limited currant Inspection axpar lance. 

RgCOMMHroA T IOH #10 _ DISTRICTS ffll ODLP R B Y J P? ■ F QR g I SH CMC . figCTIOKB 

9E. me. AFFUCATIQHg 

The triplleata copy of moa/ahsa's and aupplamenta for foraign 
planta will be sent to the District having responeibility for tha 
0. B. Representative who filed the application providwl there ia a 
domestic plant listed in the application, the NOA/AMDA program 
manager should review these applications upon raoeipt tor any 
information that will be required for a pre-approval inspection. 
This will facilitate more efficient end effective preparation for 
foreign Inapactions. Headquarters has access to the copies located 
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in coEft •hould thtty ba naadad. 

RECOMMBMDATIQM #11 _ JUmPLQV lMl»ORI IMSPECTIQH RESOORCBS 
ABtt. JMCHMSE. .BAlffimtg-fli: IHMBTgP .BSW& 

.There i« little, if any, aai^lii^ or ■urvaillance tasting prograaa 
for ieportad dosage fora products and BPC's. Bacantly, va sanplad 
six lots of an antibiotic at a large O.S. Representative and were 
told that this is the first tise any of their drugs have baan 
sampled by either Customs or EDA. He have found that these 
representatives store imported drugs in their warehouses before and 
after release through customs. 

Some products may be adulterated by exposure to non sterile 
environments end to environments with high levels of humidity. 
They cannot be readily opanad on the docks or in warehouses without 
some fora of anvironmantal control. Thssa drug productm should be 
examined end sampled at tha and point user to prevent contamination 
of tha product from the environment. We found e representative 
warehousing antibiotics for many different dosage fora 
aanuf aeturara . Again, soma invsntory of tl.S. Rapresentstlvas and 
warehouBSs is nasdsd for any ssapllng pregrsia and we must uaa 
axparienced investigators to carry out this work becausa tha 
Invastigator may contaminate a product during the sampling and 
examination proeesa. 

FOA will need to redeploy its import resources to areas whera 
imported pharmaceutioal products will be examined and es^^led. For 
example, Mewark Oietrict has one of the nation's largest 
concentrations - of pharmscautleal plants and has no rssonrcss 
allocatsd for the Import program. bndar a new Import progrem, 
Newark District would bs eollaotlng a slgnifloaat number of 
samplas. 

RECOMKEWDATIOH *12 CERTIFY DRUS. IMSPECTIQH PBRSOKHn. 

Consistency and uniformity is based on a number of components. 
Among them is the requirement that all inapsctlon, supervisory, and 
compliance personnel be equally trainad and that they have a 
minimum level of experience in drug manufecturing and control 
technology, inspection technlquse, end reguletory aotlons involving 
GHF violations. 

ORA should develop s certification program. 

RECOMWEHDATION fl3 REQUIRE ALL FORB IfiN F L A m S -AHl l I HHB 
H. S. REP RESENTATIVE TO REOISTER IIITH. FaA 


It is highly unlikely th*t the agency will he able to gain control 
of tha inventory of plants and coiq>anies doing business in the 
United States without an accurate OEI. It is also unlikely that 
we will be able to establiah an accurate osz without plant 
registration. 

Additionally the drug listing date is Insufficient support for the 
Import BUTvelXlance program.. Foreign distributors often list many 
drugs which than appear on Use drug listing printouts which are 
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us«d by eur iaport mtmtt. Tbm origin of son* ih* r>~> 

paoaing through tha bands of fchoaa diatributora in unknown to our 
staff vhan thoy ara ovaXuatad for iaportatiorh. into tha Unitad 
Btatas. 


Hanry Avallona 9-7-83 - 

Richard J. Davis 9-20-83,7 
10-4-93 
10-15-93 I 

com Phillips 9-30-93 K'.- 
Paul D'Eraao 9-30-93 / ■ 

Jia SiMoons 10-4-93 C- ■ 

Attaohsants 

1. Plantax summary 

2 . SST suiwary 

3 . Raoordati aumoaty 

4. Moacdist suonary 

5. Ciba summary 

6. Consul tant conmant 

7. 7/31/93 naao 

s. Ciba Warning Lattar 

9 . Raeerdati andorsamant 

10. Allergan inspection sumaarias 

11. Piagfriad FD-4B3 and SIR 

12. Msiji Saika Xalcha 12/14-1S/92 ZZR 

13. Maiji Saika Xalcha S/31-S/1/93 EIR 

14. 8/20/93 mamo 

15. 12/28/92 memo 

16. 3/2/93 samo 
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FDA Scrutiny Scant In India, China as Drugs Pour Into 
U.S. 

Broad Overseas Checks Called Too Costly 

By Marc Kaufinan 
Washington Post Staff Writer 
Sunday, June 17, 2007; AOl 

India and China, countries where the Food and Drug Administration rarely conducts 
quality-control inspections, have become major suppliers of low-cost drugs and drug 
ingredients to American consumers. Analysts say their products are becoming pervasive 
in the generic and over-the-covmter marketplace. 

Over the past seven years, amid explosive growth in imports from India and China, the 
FDA conducted only about 200 inspections of plants in those countries, and a few were 
the kind that U.S. firms face regularly to ensure that the drugs they make are of high 
quality. 

The agency, which is responsible for ensuring the safety of drugs for Americans 
wherever they are manufactured, made 1 .222 of these quality-assurance inspections in the 
United States last year. In India, which has more plants making drugs and drug 
ingredients for American consiuners than any other foreign nation, it conducted a 
handful. 

Companies based in India were bit players in the American drug market 10 years ago, 
selling just eight generic drugs here. Today, almost 350 varieties and strengths of 
antidepressants, heart medicines, antibiotics and other drugs purchased by American 
consumers are made by Indian manufacturers. 

Five years ago, Chinese drugmakers exported about $300 million worth of products to the 
United States. Eager to meet Americans' demand for lower-cost medicines, they, too, 
have expanded rapidly. Last year, they sold more than $675 million in pharmaceutical 
ingredients and products in the U.S. market. 

After the pet food scandal that triggered fears over the safety of human and animal foods 
imported from China, experts say medicines from that country and from India pose a 
similar risk of being contaminated, counterfeit or simply understrength and ineffective. 

"As the manufacturing goes to China and India, the risk to human health is growing 
exponentially," said Brant Zell, past chairman of the Bulk Pharmaceuticals Task Force. 
The group represents American drug-ingredient makers that filed a citizen's petition with 
the FDA last year asking the agency to oversee foreign firms more aggressively. 

"The low level there" of follow-up inspections, "combined with the huge amount of 
importing, greatly increases the potential that consumers will get products that have 
impurities or ineffective ingredients," he said. 
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FDA officials say that they are not aware of any health problems caused by drugs 
imported from India or China and that the American companies that import them usually 
do their own quality and safety testing. But the agency acknowledges that it is virtually 
impossible for it to know whether poor-quality or contaminated drugs from lightly 
regulated Asian plants have caused patients to get sicker or remain ill. especially because 
patients and doctors are unlikely to suspect poorly manufactured drugs as a problem. 



What is clear is that the odds are growing rapidly that the contents of an American 
medicine cabinet will hold products from the two countries. 

Analysts estimate that as much as 20 percent of finished generic and over-the-counter 
drugs, and more than 40 percent of the active ingredients for pills made here, come from 
India and China. Within 15 years, they predict, as much as 80 percent of the key 
ingredients will come from those countries - which are quickly becoming attractive to 
brand-name drugmakers, too. 



William Hubbard, a former FDA associate commissioner, called the situation dire and 
deteriorating. 


"You have this confluence of events, with so much more product coming from abroad 
and fewer and fewer inspections," Hubbard said. "This is very serious stuff, because a 
contaminated drug hitting the market could cause lots of injuries or worse before it got 
tracked down." 


He also said that the FDA inspection system is so weak that many foreign manufacturers 
believe they "can play games without consequences.” 

Dilip Shah, secretary general of the Indian Pharmaceutical Alliance, which represents 
many Indian drugmakers, said he would like to see a more permanent FDA presence in 
his country because "it would help improve standards" and encourage more companies to 
seek FDA approval of their products. 


He said, however, that when U.S. groups raise questions about the quality of India's 
products, "one must not forget that they may have some agenda," such as protecting their 
market share. All drugs imported from India, Shah said, come with “assurance of quality, 
safety and efficacy" from the FDA. 


An executive for Shanghai Pharmaceutical, one of China's largest drugmakers, made a 
similar argument in a recent interview with the U.S. magazine Chemical & Engineering 
News. He said that all drug ingredients his company exports to the United States meet 
stringent FDA standards and that American trade groups sometimes "urge quality 
controls as a trade barrier to protect the interests of their members." 


Hubbard and other experts agree that many Indian and Chinese drugmakers are high- 
quality firms that provide products at a fraction of the price charged by American and 
European manufacturers. But, they add, Indian and Chinese companies are not only new 
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to the FDA standards, but they also are in nations that have recent histories of widespread 
drug counterfeiting, lax quality control and very limited government regulation. 

The former head of the Chinese drug and food safety agency, for instance, was recently 
sentenced to death for taking bribes from companies he regulated, and two major Indian 
companies received warning letters from the FDA in the past two years over serious 
infractions involving drug quality control. 

Private inspectors hired by U.S. companies to check out foreign plants report finding very 
good ones but also some without walls and that are open to dust and pests, chemical 
equipment crowded in ways that could lead to cross-contamination, and one plant that 
had a hornet's nest atop a drugmaking vat. 

One frequently cited case involves the intravenous antibiotic gentamicin, which was 
supplied by a company in China and linked to deaths in the United States in the late 
1990s. Tests by German researchers found a wide range in quality and effectiveness in 
what were supposed to be uniform dosages of the drug, leading the scientists to write that 
"it was assumed" the deaths "were related to faulty manufacture." 

FDA officials say they have recently begun a risk-based approach to manufacturing 
oversight ~ one that seeks to ensure that dmgmakers have proper quality-control systems 
and that requires fewer inspections. But they acknowledge that financial constraints keep 
them from making more of the expensive and often hard-to-organize visits to plants in 
India and China. 

"The FDA does the best as it can to regulate overseas good manufacturing practices and 
do inspections, given the limited resources we have," said Joseph Famulare, deputy 
director for international inspections. "If we had more resources, we would get more 
inspections done." 

Despite repeated requests for information about the FDA's budget for overseas drug 
inspections, the agency did not make it available. 

India and China are hardly the only nations manufacturing chugs and active ingredients 
for the American market: The Commerce Department reported that more than $42 billion 
in (hugs and drug ingredients were imported last year. 

Most of the other suppliers are in Europe, Japan and Singapore, however, and many have 
a long track record of working with U.S. drug companies and regulators. Other than 
Israel, which has a booming drug export industry, India and China are the fastest-growing 
suppliers of low-cost drugs and are poised, analysts said, to grow faster. 

Their niche is primarily the quickly expanding market for generic drugs, which account 
for more than 60 percent of prescriptions filled in the United States. Analysts with 
Newport Strategies, a chug-information-gathering and consulting firm that works 
extensively in India and China, report that Indian firms won FDA approval to import 
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more than 100 generic drugs last year. Drug analyst Utkarsh Palnitkar of Ernst & Y oung 
in Hyderabad, India, said Indian firms accounted for more than 20 percent of FDA 
generic drug approvals last year, compared with less than 7 percent five years ago. 

A similar dynamic can be seen in the drug "master files" reviewed by the FDA. These 
documents are submitted when a firm wants to sell "active pharmaceutical ingredients" to 
American companies. 

In 1999, India did not appear on an FDA chart of master files. By 2004, almost half of the 
reviewed files for drug ingredients destined for U.S. patients came fium Indian 
companies. More recently, Indian companies have moved more aggressively into making 
finished drugs, and Chinese companies -- which expect as many as 4,000 international 
buyers at a series of drug ingredient conferences in Shanghai this month -- have expanded 
their share of the market in active ingredients. 

"The last two years were the tipping point when it comes to Indian finished drugs," said 
Michael Chace-Ortiz, senior director of Newport Strategies. "They still dominate here" 
with active pharmaceutical ingredients, "but finished generic drugs are their future," he 
said. "And as they move up the chain, the Indians themselves have begun to buy active 
ingredients fl-om the Chinese." 

China, for instance, specializes in making ingredients for antibiotics, which are often 
made into capsules in India and exported to the United States and elsewhere. 

In addition to the United States' $675 million in pharmaceutical imports firom China last 
year, India sold $800 million worth of finished drugs and ingredients here in 2006, 
according to Commerce Department records. 

Yet on-the-ground inspections of Indian and Chinese plants remain rare and relatively 
brief and are always scheduled in advance, unlike the surprise visits that FDA inspectors 
pay to domestic manufacturers. FDA records show that 32 inspections were carried out 
last year in India, and most were for companies seeking approval to sell a dmg or 
ingredients, not to check on the quality of manufacturing. Fifteen visits were made to 
Chinese plants. 

Even these small numbers overstate the FDA's oversight. Some of the 32 India 
inspections — the agency would not say how many — involved drugs that, by law, cannot 
be sold to Americans. They were to review companies that wanted to take part in 
President Bush's propam to supply cheap AIDS drugs to Africa. 

FDA officials say U.S. drugmakers regularly test the drugs and active inpedients they 
buy from abroad, and industry officials say such testing — wfrich includes the all- 
important determination that the generic drugs are "bioequivalent" to brand-name 
products - is essential to protect their reputations and often substantial capital 
investments. 
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But the generic-drag business is fiercely competitive, and the key to success often is 
providing the least expensive product — a pressure on prices that has allowed Wal-Mart 
to sell almost 200 generic drugs for a flat $4-per-prescription fee. Some experts worry 
that, to cut costs, expensive quality-control systems are being shortchanged. 

That was the case at Able Laboratories, a once highflying New Jersey maker of generic 
drugs with close ties to India. It went bankrupt two years ago. FDA inspectors found that 
some of its quality-control data had been falsified, leading to one of largest drug recalls in 
FDA history. This year, four Able employees pleaded guilty to criminal charges of fi’aud. 

Last year, two of India's largest and most respected drugmakers, Ranbaxy Laboratories 
and Wockhardt, received FDA warning letters about quality-control and documentation 
issues at their Indian plants. Both companies were told that if they did not improve, some 
of their Indian-made products would be barred from the United States. 

In February, the FDA's Office of Criminal Investigations raided the New Jersey offices of 
Ranbaxy. The FDA would not comment on the raid, and the company has said it is 
cooperating with the agency. A company spokesman said that the FDA was conducting 
"a wide dragnet," and a source familiar wiA the investigation said that it involved an 
unusually large number of investigators. 

Because of U.S. drugmakers' concerns over quality control, U.S. Pharmacopoeia — a 
nonprofit organization that works with drugmakers and regulators to set drug-quality 
standards — opened an office in Hyderabad, a center of the Indian drug industry. 
Executive Director Roger Williams said Dr. Reddy's Laboratories recently became the 
first Indian firm to agree to pay USP to check the quality of its products. 

"The question is whether the perishingly low price of generics is making it impossible to 
get quality," Williams said. "It's the job of the FDA to make sure that doesn't happen, and 
I'm concerned that they just don't have the resources to get people over to places like 
India fi'equently enough." 

Staff writer Mary Pat Flaherty and staff researcher Madonna Lebling contributed to this 
report. 
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tlje-cownter drugs, sappkments, 
aad other medical products. 
Americans "^should be quite eon- 
cemed," says Eoger Wailams, 

CIO of US Phaimacopela^ apri- 
vate Q^idr^tlon fiiatci-eatesths 
nation's offidal ^ri%’stsiidai'ds 
ipr dra^. ' 

Amerifcans still hays tiie best 
pfeax-maceutical prodi-^ts In the 
worlds But the safe- 

ty net k getting frayed. Keeent 
probkMs o&et goods Im- 
potted from QiMa, auc& as the 
melam'lfte that tainted pat food 
aadhlled.doseasofdo^iandoats, 
and toothpaste made witli dieth- 
yiese glycol, haw sparked w'ony 
dm? fee phamsas^utical industjy^ 
rapid migyation to raanu&ctun'ng 
plante in China and other Asian 
counhles Is mereasing the risk of 
similar probisiiia wife niedidnes. 

Ex^tt^on of imparts. In the past 
fiveye^;, ChiaeScphamiMskiiieal 
imports into the tTaited States 
have mors than d^abl^, fe $698 

xised worldwide casians^^^ 

Chin«, as do 3 S p^eent of the 
palnkShw tcelaminophen, and 
almost all syothefro ^tamin C. 

India's pharmaeentieal imports 
into feis coTOtiy Increased 2,400 
percent, to $789 mflUon, from 
1996 to 3006, making it the 
fastest-growing drag Importer, 
lestyear, Indlim firms won Food 
and^ug AdmiiustratioD. aj^noval 
to import more than 100 generic 
drugS) including a version 0# fee 
sinti-i fxv drug B^'oyjr- and 

C$tina intdse about 30 peresnt 
of generic and ovtnr-fee-connter 
drai^soM in fee United Slates andatleast 


UieiyiWese and 
Indiim APX maik^ was nonoristent, and 
now dwyre dominant,” says Lynne Jojres 
Batshoii, executive director of the Bulk 
Fharmaceutjcak'Ujid? Force, a gxmp of in- 
gredient manufacturers. Price is a key 
driver of that siufr, Batshon says, and com- 
plymg with American regulatory require - 
ments is expensive. 

At the moment, consmners have no 
way of knowing where their 
druM are produced or assem- 
bled, because there are no re- 
qnir^gis,tsforeonnt3y-of4jrigin 
iabeM%offe-«ss>’'niemmteifeit 
test strips weie traced, to 
a firm in Shan^Ei. And when at 

least 56 people died is Panama 


lawt frill afrer taking cough and allergy 
medicines, it was disiyjve.red tire 
drags had been spiked with ttadc di^h- 
ylene glycol sold as harmless glycerin by 
a Chinese firm. Raw ingredients and fin- 
ished products can move through abalf- 
dozen countries before landing on a 
pharmacy shelf. Pharmacies buy from 
manufariurera or from wholesalers vfeo 
are licensed the states. “Our mantra 
is, fee more ofres a product changes 
hands, fee more lilrely a counterfeit can 
be introduced into the supply chain," 


s^ Rubte MageSj a farmer dis- 
trict atteraeywhojs a director of 
global scdmltyfer Pfizer, whldj 
makes Idpitor and Viagra, p^- 
ably the worid’s most counter- 
feited drug. 

Ibe FDA gained the authorily 
to order taipteil drugs off the 
market li» 3938, after more than 
100 people died in the States 
from taking jnediclne made wife 
diefeylene glycol. The federal 
TCpilatory system now requires 
manufacturers to test drugs for 
safejy and efficacybefore they are 
marketed, and also to qualify-test 
fee raw ingredients and 
the finished product, The FDA sends in- 
spectors to domestic production facili- 
ties about every two year's to malre sure 


One fraud was discovered because 
alert users of the product dued in the 
company soiling it that they were 
getting odd results. 


v4v-i.» uatvc lUMouiB. oucineageiuys 
enforcement division doesn’t have the 
resources to inspect more than a tirq» 
fi’action of inanufecturera overseas. Be* 
tween 2,000 and 3,000 overeeia phar- 
maceuttcai manufecturers feat to die 
United States are registered with the 
FDA. Some of those have not been in- 
spected In eight to 30 years, an .fda 
official told a congressiongl com- 
mittee last month- And the sup- 
plier of irigredietsts to those im- 
porters never get a Isok-ovef. 
“The FDA doesn't have fee peo- 
ple who can go to feesa countries 
and insp^t “ ss^ William Hub- 
bard, a former associate com- 
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mksioner for policy md planning at the 
agency. “The eijfof cement sldelias been 
cut drastically * 

Ihe public uproar over the petdeaths 
from melaniliie, as well 'as taanted tooth- 
paste, gotihe gpvernmenfs attention. 


_ . require »im&y-of-ong!n!aWiiig 

on phsirnat^utl^iSi as wsS as m drag 

impoi-te to^forinom ^thg' 

borders. AriMiport-safety tesk foree 
hearmp i» Washington, . 

with the aiiB of preparingai^Ort;on pos- 
sible solutions later ties fail And tiie 


In fee midst of negotiatiQa$\vi0j <2i!- 
nesecmmteiparl bverhow to improve that 
coiuitiy’sfood and drug safe^^grans?, 
The top priori^c the dieml<^ 'from which 
drugs are nmde. * WeTe vsiy tnterosted lii 
oveM!ight of the API industry in dtina " 
saysMurr^ Lumpldn, deputy cormnis- 


aland Special ProgianiA. In fee past year, 
the standards-setting organisation 0s 




Some manufacturers m those countries 
have courted XISP in an eSoxtto pi-ow feey 
meetlntumationai srtaftdai-ds. 

People who rely on generic dnigs may 
have to wony aboutmoi'e than fee a<aTve 
ingredients, says Joe Graedon, a long- 
time chsunpicoi of generics an^ coauthor 
of fee 2006 book Best Chc^m From ffte 
Peopk*s Phartnaii^. Since 2004, when 
the f: 0A fast-tracked the apprcrval proc- 
ess for new generio dnigs^ morfe and 
people have told him, they Ve ex- 
perienced side, effects wife a geft^cthat 
they didn’t have with the brahd name, or 
the generifi ia failing to w^rk at all. He 
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MIASdRHie UP. US PharmacopBfa sets qualihr sfanifards for drtf|s soli! In fee Usltsd States. 


vronders if differences in inactive ingre- 
dients or fqmmlfifions.coold account for 
the.treatmeatiftiluras; whesi a con^asy 
seeks PDA appjwalfor a new-generic. 
It must prove only that fee active ih^- 
disnt is fee CohsainerIAb,cton is 
tearing for differences bef^veen SQTtfe 
genexics and bmrid names; fesults-afe 
€jq«!cted later feis rhonfe. 

SpeMng phonies. Even brand-narae 
dnfgs you buy at fee locd pharmacy may 
pose dangers. Counterfeiting, says Hub- 


bard, is extremelyprohtaWe And "a lot eas- 
ier than selling nai-cotics. Ajid you dbh^ 
have to deal Wife a Ooknnbian drug lerd f 
IheWpridHealfe diganizAtihn qsdhlates 
io per^^nt.^phanhaceuticels woHd- 

Sofeetto^ percepti^ ritito 
feeh' own detective ^vb'^k. So<H the 
Michigan allergic, had been half 

a pill of h^itor dsdiy to loweivhis choles- 
terol, In 3003, he jpicked up a reSU and 
found that fee piBs wduldn't crack, no 


The Other Safety Di'lefnma 

The FOA may soon be better at monlterti^ brugs 


L egjtimato dnj^, too, 
can pose unejcpected 
danters, as people vfeo 
suffered hekrt problem* 
after or Avan- 

dia cad attSsl. Ihe number 
of s^ioUs advergb drvgtfer 
actions leporiedtd rfe^a- 
tors in 2005.WAJS tiisar^ 
three the 19§8 num- 

ber, according to a study 
published la^idonth-^and 
It grew four times fastor 
than the nqmber of ohtpa'^ 
bentprem'iplions Andex- 


healfe pTof^ionaJs and 
others to voltliltaxily repprt 
drug i*pbjcjbs, flags only a 
fractioftmfe^fetal. 

ftUt fee tide maj' now be 
hiitiing. A new liSW Signed 
by President Bush in Sep^ 


pands the Foodeih'dBnig 
Admin istrattpn’slib^ef to 
take acricjm after approval. 
The law ding^t# fee agency 
to roijtinely scanlatgegrir 





vafe ap'd government 
healfecare databases to 
identify drug safety pt ob- 
’^hia represents eu 
enri?ely new approach,” 
sa^ Thomas J; Moore* a 
sfehter sci^ds t at fee Ih- 
sritdfe for ^ife;Msdic%tfon 
and fee lead All- 


fide for fal^e or misr- 
leading ads. Drugcbfnpa-' 
niee, ht their part, will 
have to post cimicil trial 
data for approved dra^s 
and devices on fe*' Natiyn 
a 1 Tiiatitutes of Health'? 
clinical trials txglcirj. 
How. they can be Sfle. 1 a a 
■■'Miehr^ieAndf^K, 
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you could win $1,000 

WhiSt the Rabbit Corfcscfsw said to the 
wl)^e bottle is strictly up to you. Your 
answer may or not be based on 


(below). Make it witty. Imaginative, 
surprising, clever or profound. And a 
little “Rabblt-y." 

K» fnfeft Send your answer with: return 


inc., ISO East 58th Stre^ l^iew Ybrk,,tW 
10155, Orenter ait nietrpkafteOT^lTi^ 


houseliold,:. The s answers Wiri 
$i, 0 oo; Jis rimner-dps win a Rabbit 
Corkscrew. Contest ends January 1, 
2008. 

RflWj/t Rsofumi Pulls a'cork In 3 
seconds flat;T?:Stedf;»r 20,000 cdrk 
puHs*; Worb on ail b^ie sizes and 
plastic corks; Ali-hietalgears;io*ye3r 
Warrant 

■* Assumes replacement of spiral after 
800-1,000 cOfk pulls ' 
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claibied to be la C^adteoM the tainted 
drugs tkatMlled Marcia Betgeroit, the 
sadden t^ma^ ^ *^*8% odd." A few Vaacouver Island woman. The Mark- 
d^ktoriuihai^SKdtosde&new^aper Monitor sarvey found lliat Jast four of 

aMdeabdtfteoanfei^L^tOEbeiagsoM the3,160 pharmaclesswv^dwrec^ 
i!ipharmad«s.SodoftsB^PSzer, which titled % the National Association of 
manafai^im.l^dferjaiid^eraAMd Boards iifniixm.mj(mwwmhpMei), 
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the Russlaa Fedemtkmj Just 3 per- data. Simplest of all, buy two different 
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